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INTRODUCTION

Under contract to the Food and Drug Administration, Stanford Re-
soarch institute is examining the mutagenicity of 1L sclected chemical
coupountds {Contract No. FDA 71-257). This report describes the results
af tests conducted on Propylene Glycol Alginate (71—18).

Three methods are used to evaluate the genetic hazards of the test
conpounds, These are: (1) Host-Mediated Assay, (2) Cytogenetic Assay,
and {}5 Dominant Lethal Gene Test. Methodologies used to conduct these.
tests are described in detail in "Compound Report No. 1," January 1972.
The same procedures were followed in obtaining the information presented
in this report.

For the compound under consideration here single and repeated
intubations were performed at three concentrations. These amounts
were (1) a maximum tolerated dose or 5 g/kg, whichever was lower, (2) a
low dose of 30 mg/kg or one near the use level, and (3] a level inter-
umcdiate between the use level and the maximum tolerated dose.




SUMMARY

s t-Mediated Assay

Propylene glycol alginate (71—18}did not produce any measureable
ptarenic response or alteration in the recombination frequency for
“.coeharomvees cerevisiae in the host-mediated assay. No mutagenic
rbg;mnso was demonstrated in the in vitro tests on Salmonella typhimurium
bul an increased mitotic recombination frequency was observed when 8,

corovisiae was exposed to 1% (w/v) propylene glycol alginate.

Cvtogenetic Assay

Propylene glycol alginate {71-18) exhibits no adverse effect on
sither metaphase chromosomes from rat bone marrow or anaphase chromo--
cones from in vitro cultures of WI-33 (human embryonic lung) cells at
cny of the dose levels or time periods tested.

ygptuant Lethal Gene Test

No consistent responses occurred to éuggest that Propylene Glycol
Alginate (71—18) is mutagenic to the rat as a result of this experimental
procedure, The positive reference compound, TEM, a known mutagen,
generally produced mutagenic responses from the first through the fifth
weeks of the experiment, as expected, Statistical treatwment of the
Dominant Lethal Gene data according to the program outlined by FDA
failed to show consistent significant difrferences which could be
attributed to an effect of Propylene glycol alginate.
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RESULTS AND DISCUSSION

Gral Toxicity

Sinrle and multiple dose toxicity data arc presented in Table 1.

Proplyene Glycol Alginate (71~18) given orally as a suspension in
corn oil at a dose ol 10 g/kg of body weight caused no deaths. No
¢ifeets, except transient depression of the rats for a few hours

bl lowing dosing, were evident, When given daily at a dose of 5 g/kg
for five days to other male rats, no unusual or adverse effects were

obaserved.

Host=~Mediated Assay’

Table 2 presents a summary of the host-mediated assay results for
ropylene glycol alginate {71-13). Table 3 contains the data obtained
¢n each individual mouse., This table is a computer printout of the
calculations made on the data obtained for each mouse. Because of the
rature of the computer, it is necessary to exceed its maximum number
wE significant figures to obtain a value as an exponent, For this rea-
son, - 12 significant figures are printed out. However, only three signifi-
cant figures are used fo. calculations and reporting the results as sum-
marized in Table 2. Table 4 summarizes the data obtained in the in vitro
tests, '

As can be seen from the results summarized in Table 2, no mutagenic
response was observed for the two Salmonella typhimurium strains tested
when mice were treated with the test compound, The mitotic recombination
frequency of Saccharomyces cerevisiae was not affected, No mutagenic
response was detected in the in vitro tests for S, typhimurium as shown
in Table 4. However, an increased mitotic recombination frequency was
shown for S. cerevisiae exposed to 1% (w/v) of the test compound. At

this concentration a survival percentage of L4.77 was obtained.

Cyvtogenetic Assay

Review of Table 5 indicates that no adverse effect on rat bone marrow
chiromosomes at any tested dose level or time period may be attributed to
Coripound 71-18 (propylenc glycol alginate).

Table 5 .indicates that propylene glycol alginate likewise exhibits
no adverse effect on anaphase cells obtained from WI-38 cells in culture.
It docs, however, severely reduce the number of cells in mitosis at the
hivhest dose (1000 pz/ml) tested, The positive control cells were ex-

o
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puzod to TEM for 24 hours rather than 12 hours as were the cells beling
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coxposed to the test compound. Cells expoged to TEM for periods longer
than 2L hours have a very low percentage of anaphase figures,

fiominant Lethal Gene Test

. . . , . ; . . /
Throughout this calire experiment the biological criteria used to e

cvaluate wutagenic effects in the rat shiowed no counsistent responses

which could be attributed to treatwent, - There were occassional statistical
Jdirfercnces between control and propylene glycol alginate dosed groups,

it fhese were random occurrences without any suggestion of a time or
dose-response effect,

Table 7 presents summary data of the implantations per pregnant
[ewale, Table 8 summarizes dead implants per pregnhant female, Table 9
summarizes dead implants per total implants, Table 10 sunmarizes corpora
lutea per pregnant female and Table 11 summarizes pre-iaplantation loss per
pregnant fewmale,

Appendix A contains the statistical analysis procedures for dominant
lethal gene tests with a description and explanation of the computer
printouts.

Appendix B contains the computer printouts for the raw data and
statistical analyses.

Careful review and statistical evaluation of the data do not show
propylené glycol alginate to be a mutagen in the rat by the dominant
lcthel ‘gene test, '

W &, Fhaywell

W, A, Maxwell, Ph.D., Mahager
Microbiology Program

@ﬂ%&sz.’

G. V. Newell, Ph.D., Dirgtor
Departn@nt oL loxicology




ORAL TOXICITY - RAT

Table 1
£
Propylene .
Compound: Glycol Alginate
FDA No: 71-18 ’
Single Dose LD50a >-10 g/kg

Multiple Dose Toxicityb > 5 g/kg

% Five male, Sprague-Dawley rotis,
cieon cral doses of the candidate compound,

weighing 200-250 g each, were

fasted overnight and then

prepared as a suspension in <orn il
Five nonfasted Spfague-Dat - 0 rats were intubated daily
for five days with specif!: .. 13 of the candidate compound,

given as a partial suspen vl oil,

v




Table 2

HOS T MEDIATED ASSAY
SUMMARY OF DATA

Compeund No.:  71-18 (Propylene Glycol Alginate)

v
.
A, Acute
i Organism
Salmonella . . Saccharomyces
Treatment GO . TA 1550 D-5
MFt / MFt RFt . |
MF MFc MF MFc RF RFe |
Max imum 1.38 x 108  1.63 | 4.60 x 10~° 0.% 1.34 x 10°%| 1.07 |
N i
i ‘ 9 _8 —Z
Intermediate 9.55 X'10 1.12 1.87 X 10 0.39 1.94 X 10 1.55 ]
— ; ) -5 ‘ .
Low Level 6.54 x 107°|  0.77 | 4.01 X 10 0.84 4.63 X 10 0.37 |
Z T - T
Control (+) 1.47 X 10751 173.1L 1 2.11.X 10, Ll 05 1.12 X 1ov? 8.96
- . 4
) : B =
Control (=) 8.49 X 10 1.00 4,79 X 10 1.00 1.25 X 10 1 1.00 ‘
v 7/ / ;
B. Subacute
Organism _ H
Salmonella Saccharomycces |
Treatment Gl TA 1550 ' D-5 :]
MFt/ | Pty RIL, ;
MF " MFc ME MFc RF T
; ' -9 -7 -4
Max imum 9.91 X 10~ 0.53 1.08 X 107, 1.21 1.93 X 10 0.8%4
- 4
Intermediate | 2.31 x 10°%|  1.23 | 7.19 X 107 0.84 1.83 X 10 0.80
, _ - -
Low Level 1.45 x 10-8| 0.76 | 7.18 X 10~ 0.80 1.87 x 10°%] o.81
Control (-} 1.88 X 1oj§ 1.00 8.13 x 107° /| 1.00 2.30 X 1o:f 1.00




Table 3

Compound No. : 71-18
Organism: G-46
Treatment: CONTROL (+4)
A. Acute

Mouse

Ave. No.VMutant
Colonies or Reccm-

Ave, No.

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Colony

(Propylene Glycol Alginate)

Mu:tation or Recom-

o~

No. binants/ml Forming Units/ml binaticn Frequency
. +218000000000ex 04 «233333333333ex 10 .934285714287ex~06
+2058333333332x 04 «2766666666606ex 10 « 74397590361 5ex~06
.119833333333ex 04 .175000000000ex 10 +684761904760ex~06
«271500000000ex 04 2 276666666666ex 10 .981325301207ex~06
«275500000000ex 04 «445000000000ex 10 .619101123595ex~06
.1810000000C0ex 04 .+ 945000000000=2x 09 .191534391534ex=-05
«371916666666ex 04 .8766666666652x 09 0424239543726ex-05
.118666666666ex 04 .731666666665ex 09 .162186788154ex~05
«146788214768ex-05

B. Subacute
Ave. No., Mutant
Mouse Colonies or Recom- Ave., No, Colony Mutation or Recom-
No. binants/ml Forming Uniﬁs/ml bination Frequency




Table 3 (continved)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: 71-18 (Propvlene Glycol Alginate)

Organism: G-46
Treatment : CONTROL (~)
A. Acute

Ave, No. Mutant

. Mouse Colonies or Recom- Ave, No. Colony '~ Mutation or Recom~

No. binants/ml Forming Unitg[ml bination Frequency
1 »100000000000ex 02 +6300000600000ex 10 «158730158730ex~08
2 . 500000000C00ex 01 +516666666655ex 10 +967741935486ex-09
3 « 7500000000G0ex - 07 «520000000000ex 10 «144230769230ex-08
4 «416666666666ex 01 +231666666666ex 10 .179356115108ex~-08
5 «175000000000ex 02 .117833333333ex 10 «148514851485ex~07
6 «150000000000ex 02 »783333333330ex 09 «191489361702ex~07
7 +100000000000ex 02 .650000000000ex 09 «153846153846ex~-07
8 +916666666665ex 01 «721666666665ex 09 .127020785219ex~07

.848537844891ex-08

B. Subacute

Ave. No, Mutant .
" Mouse Colonies or Recom~ Ave. No, Colony Mutation or Recom-

No. binants/ml Forming Units[ml bination Frequency
1 .666666666665ex 01 «165000000000ex 10 +404040404039ex~08
2 .100000000000ex 02 .895000000000ex 09 «111731843575ex~07
3 «250000000000ex 01 .183333333333ex 09 «136363636363ex~07
4 +666666665665ex 01 .980C00000000ex 09 +6802721088%41ex~08
5 «75000000000Cex 01 - ,128333333333ex 09 ¢ 58441558441 7ex~07

.188158463128ex~07
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Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-18 (Propylene Glycol Alginate)
Organisn: G-46

Treatment: MAXTMUM

A, Acute

Ave. No, BMutant

Mouse Colonies or Recom~ -~ Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml pination Frequency
.516666666666ex 01 .142000000000ex 10 «293427250046ex~08
. 916666666665ex 01 .581666666665ex 09 «157593123209ex~07
.9166666566665ex 01 «213333333333ex 09 +429687499999%ex-07
.500000000000ex 01 .154833333333ex 10 . .322927879440ex~-08
- .320000000000=2x 02 »315000000000ex 10 .101587301587ex~07
.916666666665¢x 01 . 710000000000ex 09 .1292107981220ex-07
. 500000000000ex 01 .638333333330ex 09 .783289817236ex-08
.833333333330ex 01 . 795000000000ex 09 .104821802934ex~07
.666666666665ex 01 .521666666665ex 09 «127795527156ex~07
.141666666666ex 02 +758333333330ex 09 .,186813186813ex-07

.137737091558ex=07
B, Subacute

Ave., No, Mutant
Mouse Colonies or Recom=- Ave, No, Colony Mutation or Recom=-
No. binants/ml Forming Units/ml bination Freguency

.666666666665ex 01 . 666666666665ex 09 .100000000000ex-07
.250000000000ex O1 .990000000000ex 09 0252525252525ex~08
.166666666666ex 01 .203333333333ex 09 .819672131145ex~08
. 500000000000ex 01 » 750000000000ex 09 .666666666666ex-08
.103333333333ax 02 .155833333333ex 10 .695187165774ex~08
« 916665566665 0 .368333333333ex 09 .248368778280ex-07
»583333333330=x 01 «575CGG0000000ex 09 .101%49275361ex~07

.991033107500ex~08




Compound No, :
Organism:

Treatment:

G~46

INTERMEDIATE

Table % (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

91-18 {Propylene Glycol Alginate)

A, Acute
-Ave. No. Mutant _
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants[ml Forming Units/ml tination Frequency
1 . 750000000000ex 01 .127833333333ex 10 .586701434i60ex—08
2 .833333333330ex_01 »1.75000000000ex 10 «476190475188ex~08
3 .9166666666652x 01 «123333333333ex 10 «743243243243ex~08
4 «108333333333ex 02 .678333333320ex 09 +159705159705ex~07
5 «116666666666ex 02 «6933333333302x 09 .16826923076%ex~07
6 «116666666666ex 02 +671666666665ex 09 ¢173697270470ex~07
7 +416666666666ex 01 .102833333333ex 10 «405186385738ex~08
8 « 500000000000ex 01 .121333333333ex_10 «4120879120%9ex-08
«955015757603ex~08
B. Subacute
Ave. No, Mutant
Mouse Colonies or Recom- Ave. No., Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 «166666666666ex 01 «218333333333ex 09 .763358778624&x-08
t2 .3333333333333x 01 6616666666652z 09 «503778337532ex~08
3 4166666666662x 01 . 7800000000C0cx 09 +534188034187ex~083
4 «333333333332ex 01 .838333333330ex 09 +397614314116ex-08
5 «666666666665ex 01 »553333333330ex 09 .118343195266ex~07
6 +1166666666660x 02 «956000000000ex C8 .122807017543~x-05
7 «333333332333ex 01 «670200000000ex 09 +4975124378i 0ex-08
8 +133333333333ex 02 « 37530000500 0ex 09 « 23188405797 0ex~07

«236392827361ex-07




Compound No. :

Organism:

Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-18 {Prounylenc Glycol Alginate)

G=46

Treatment:

A. Acute

B

Low

Mouse
No.

Ave. No. Mutant
Colonies or Recom~

Ave, No. Colony

Mutation or Recom-
bination Frequency

LoNOUVTES WM

B. Subacute

Mouse
.No,

Ave. No. Mutant
Colonies or Recom=-

binants/ml

Ave. No. Colony
Forming Units/ml

binants/ml Forming Units/ml

+833333333330=x 01 «141166666666ex 10
.583333333330=x O .230000C00000ex 10
+916666666665ex 01 «126833333333ex 10
«125000000000:2x 02 .163333333333ex 10
+166666666666ex 01 «450000000000ex 09
.666666666665ex 01 «596666666665ex 09
.916666666665ex 01 +101666666666ex 10
.833333333330ex 00 »318333333333ex 09
«583333333330ex 01 .645000000000ex 09

«590318772137ex-08
+253623188404ex~08
+72773324572%ex-08
«765306122450ex-08
«370370370368ex-08
.111731843575ex-07
+901639344266ex-08
+261780104711ex-08
+904392764852ex~08

+654164705405ex~08

Mutation or Recom-
bination Frequency

QO PN

«833333333330ex 01 .858333333330ex 09
+833333333330¢x 01 .100666666666ex 10
«158333333333ex 02 .975000000000ex 09
.1166666666066ex 02 «117000000000ex 10
+416666666666ex 01 »208333333333ex 09
+150000060000ex 02 «723333333330ex 09
«1500Q000G000ex 02 «121500000000ex 10

.133333333333ax 02

«7816666600665ex

c9

.970873786407ex~08
.827814569538ex~08
.162393162392ex-07
.997150997145ex-08
. 200000000000ex~-07
.207373271890ex~07
.123456790123ex~07
.170575692963ex-07

.142922856583ex-07

-
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Compound No, :
Organism:

Treatment:

A.

Mouse

71-1

8

TA-15

53

CONTRCL (+)

Acute

Ave, No.

Mutant
Colonies or Recom~

Ave,

Table % (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

No. Colony

~

{Propylene Glycol Alginate)

iutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
+104333333333ex 04 .716666666665ex 09 «145581395348ex-05
. 660000000000ex 03 .670000000000ex 09 »985074626865ex~06
+665000000000ex 03 . 595000000000ex 09 - .95€834532374ex~06
«594166665665ex 03 .181666666666ex 09 »327064270183ex~05
«790833333330ex 03 «495000000000ex 09 «153764309763ex-05
.291666666666ex 03 +161666666666ex 09 +180412371134ex-05
«842500000000ex 03 «3466606666666ex 09 +2432028846154ex-05
«8343750000000ex 03 . 250000000000ex 09 «337500000000ex~05
.320666666665ex 03  ,288333333333ex 09 «307514450866ex~05

.210561834373ex~05
B. Subacute
Ave. No, Mutant
Mousé Colonies or Lkecom- Ave., Ko. Colony Mutation or Recom-
No. binants/ml Forming Units/ml

bination Frequency




Table 3 (continued)

HOST LEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: 71-18 (propviene Glveol Alginate)

‘Organism: T&-1530
Treatment: CONTROL (=)
A, Acute

Ave. No. Mutant
Mouse Colonies or Recom~ Ave, No. Colony Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency

1 +208333332333ex 02 . 655000000000ex 09 +312066157760ex~07
2 +225000000000ex 02 «£43333333333ex 09 +507518796992ex-07
3 »158333333333ex 02 .380060000000ex 09 °©  .416666666665ex~07
4 +116666666666ex G2 «285000000000ex 09 +4093567.5143ex~07
5 «308333333333ex 02 «693333332330ex 09 «441527446302ex~-07
6 «141666666666ex 02 .210000000000ex 09 «674603174600ex~07
7 .158333333333ex 02 +36500000000Cex 09 +433789954336ex-07
8 «316666666666ex 02 «535000C00000ex 09 +591900311525ex~07
9

.225000000000ex 02 - ,435000000000ex 09 .517241379310ex~07

.478963401401ex~07
B. Subacute

Ave., No, Mutant

Mouse Colonies or Recom- Ave., No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 . 400000000000ex 02 .306666666666ex 09 .130434782608ex-06
2 - ,666666666665ex 02 . 630000000000 .09 «966183574876ex~-07
3 «308333333333ex 02 »288333333333ex 09 .106936416184ex~06
4 +408333333333ex 02 «428333333323ex 09 .953307392996ex~07
5 »375000000000ex 02 + 585000000000ex 09 . 641025641025ex-07
6

.300000000000ex 02 +703333333330ex 09 +426540284362ex-07

.893461480193ex~07

T o
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Compound No. :

‘Table 3 (eontinued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-18 (propvlene Glycol Alginate)-

Organism: TA-1530
Treatment : MAXIMUM
A. Acute
Ave, No, Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
.750000000000ex 01 .286666666666ex 09 +261627906977ex-07
«125000000000ex (2 . 460000000000ex 09 2271739130434 ex-07
»25000000000Cex 061 .333333333333ex 08 » 750000000050ex-07
.191666666666ex 02 . 815000000000ex 09 »235173824130ex-07
«116666666666ex U2 + 235000000000ex 09 +436453900706ex-07 -
.166666666666ex 02 .718333333330ex 09 +232018561485ex-07
.108333333333ex 02 . 215000000000ex 09 +5038759689902x%~07
.216666666666ex 02 +351666666666ex 09 .616113744075ex~07
.150000000000ex 02 = ,458333333333ex 09 2327272727272ex~07
.158333333333ex (2 .175000000000ex 09 +934761904760ex~07
-+459903766881ex-07
B. Subacute
Ave, No. Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom~
No. binants/ml Forming Units/ml bination Frequency
. 250000000000ex 02 +261666666666ex 09 ,9554146012741ex~07
.133333333333ex 02 . 500000000000ex 08 +266666666666ex~06
«258333333333ex 02 +256666666666ex 09 +100649352649ex-06
-« 100000000000ex 02 .666656666665ex 08 +.150000000000ex~06
«“266666666666ex 02 .438333333333ex 09 .608365019010ex~-07
»400000000000ex 02 .£36666666665ex 09 .628272251310ex--07
«833333333350ex 01 09 .186567164178ex-0G7

2446666666666ex

»107882551.719%x--06




Table 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-18 (Propylene Glycol Alginate)
Compound No. :

Organism: TA-1530
Treatment : INTERMEDIATE
A, Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave. No. Colony

No. binants/ml Forming Units/ml

Mutation or Recom=-
bination Frequency

O NN WN

OO N N

.108333333333ex 02 .458333333333ex 09
.183333333333ex 02 .8550000000C0ex 09
.666666666665ex 01 .60G3333333330ex 09
.140000000000ex 02 «335000000000ex 09
«583333333330ex 01 +225000000000ex 09
- »100000000000ex 02 «693333333330ex 09
.158333333333ex 02 « 760000000000ex 09
.125000000000ex 02  ,208333333333ex 10

B. Subacute

Ave., No, Mutant
Mouse Colonies or Recom~ Ave, No. Colony
No. binants/ml - Forming Unfts/ml

.2356363636363ex-07

.214424951266ex-07

«110497237569ex~07
«261682242990ex~07
«259259259257ex~07
«144230769231ex~07
.203333333332ex~07
.600000000000ex~08

+186848928750ex-07

Mutation or Recom-~
bination Frequency

+383333333333ex 02 .413333322333ex 09
«350000000000ex 02 +1011666066G6ex 10
.400000006000ex 02 « 325000000000ex 09
.408333333333ex 02 «353333333233ex 09
+350000000000ex 02 ~ ,315000000000ex 09
466660666660ex 02 «878333333330ex 09

+358333333333%ex 02 676860676065 ax 09
« 37500000600002x 02 ° ,1X316066066606ex 10

«187500000000ex 02 .323333333333ax 09

«927419354838ex~07
+345963756180Nex~07
«123076923076ex~06
«115566037735ex-06
.111111111111ex-06
«531309297913ex-07
.5292556650247ex~07
.3313696612680%-07
« 57989690721 7ex~07

«743228482983ex~07
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Table % (continued)

-
HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-18 (Propylene Glycol Alginate)
Organism: TA-1530

Treatment: Low

A. Acute

Ave. No. Mutant_

Mouse. Colcnies or Recom- Ave., No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

1 .308333333333ex (2 .680000000C0Cex 09 «453431372548ex~07

2 .150000000000ex (€2 .438333333333ex 09 «342205323194ex-07

3 .916666666665ex Cl »540000000000ex 09 .159753C86419ex~07

4 +300000000000ex (2 .601666666665ex €9 .49861.958450ex--07

5 .208333333333ex (2 «523333333320ex 09 «398089171276ex~-07

6 .116666666666ex C2 +236666666066ex Q9 +492957745477ex~07

7 .183333333333ex 02 .668333333330ex 09 «274314214464ex~07

8 .508333333330ex 02 +523333333330ex 09 .971337579617ex-07

9 +125000000000ex 02 . 5700000000C0ex 09 .219298245614ex~07

0

.916666666665ex 01  .493333333333ex 09  ,185810810810ex-07
.400581250954ex~07

B. Subacute

Ave, No. Mutant

N ON U B B

Mouse Colonies or Recom-— Ave. No. Colony - Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
.408333333333ex 02 .805000000030ex 09 ~ ,507246376811ex~07
.391666666666ex 02 .416666666666ex 09 +939999999999ex~07
.191666666666ex 02 .150000000000ex 09 12777777777 7ex-06
+375000000000ex 02 +856666666665ex 09 «437743190662ex~07
416666666665ex 02 «543333333330ex 09 « 766871165647 ex~07
.3250000000002x 02 ,636666666665ex 09 47330097087 4ex~07
« 600000000000ex 02 .968333333330ex 09 «619621342515ex~07

«717508685180ex~07




Table % (cofitinued)

N4
HOST MEDIATED ASSAY )
INDIVIDUAL MOUSE DATA

Compound No., : 7118 (propylene Glycol Alginate)
Organism: -3

Treatment: CONTROL (+)

A. Acute

Ave., No. Mutant

Mouse .Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

1 «2950000000C0ex 05 « 245000000000ex 08 +120408163265ex~02

2 .33000000000Cex 05 .463333333333ex 08 «712230215827ex~03

3 .2700000000CCex 05 +323333333333ex 08 .835051546392ex~03

4 «25500000000Cex 05 .160000000000ex 08 «152375000000ex~02

5 «18500000000Cex 05 «147020000000ex 08 .125850340136ex-02

6 +26500000000Cex 05 .308333333333ex 08 +855459459460ex~03

7 .190000000000ex 05 »368333333333ex 08 +515837104072ex-03

8 +250000000000ex 05 «8100G0000000ex 07 «308641975308ex~02

9 «227777777777ex 05 . 450000000000ex 08 +206172839504ex~03

10 .305000000000ex 05 +566666666665ex 08 +538235294119ex-03

B. Subacute

Ave. No. Mutant

«1110974124642x-02

lMouse C(Colonies or Recom- Ave., No. Colony Mutation or Recom=
No, binants/ml Forming Units/ml bination Frequency




Table 2 (continued)

HOST MEDIATﬁD ASSAY
INDIVIDUAL MOUSE DATA

B. Subacute

Ave., No. Mutant

Compound No. : 71~18 {(Propylene Glycol Alginate) e

Organism: D-3

Treatment: » CONTROL (=)

A, Acute

Ave, Né. Mutant
.Mouse Colonies or Recon- Ave, No, Colony Mutation or Recom-
No. binants/ml_ Torming Units/ml binavion Frequency

1 . 350000000000ex G4 .633333333330ex 08 «552631578950ex~04
2 . 250000000000ex 04 «263333333333ex 08 +949367088608ex~04
3 « 500000000000ex 04 .391666666666ex. 08 127659574468ex~-03
4 + 350000000000ex J4 <107750000000ex 08 .324825986078ex~03
5 «450000000000ex 04 . 38000C00000%ex 08 .138421052631ex~03
6 «750000000000ex 04 .661666666665ex 08 .113350125%44ex~-03
7 .714285714285ex 03 .166666666666ex 08 428571428572ex-04
8 «312500000000ex 04 .186666666666ex 08 .167410714286ex-03
9 «550000000000ex 04 .708333333330ex 08 «776470588238ex~04

«124707946870ex~03

Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom~-
No. binants/ml Forming Unitg[ml bination Frequency

1 »250000000000ex 04 .138333333333ex 08 .180722891566ex~03

2 » 600000000000ex 04 +248333333333ex 08 .241610735255ex~03

3 . 550000000000ex 04 .140000000000ex 08 «392857142857ex~03

4 »150000000000ex 04 .94250000000Cex 07 .159151193633ex~03

5 ~ +20000000C000ex 04 .190900000000ex 08 .105263157894ex-03

6 . 500000006000ex 04 ~.205000000000ex 08 »243902435024ex~03

7 . 5000000000060ex 04 . 310000000000ex 08 .161290322580ex-~03

8 « 250006000000 ex 04 +1210000C0000ax 08 206611570247 ex~03

9 15000000000 Gex 04 LG00000000000ex 07 . 375000004000ex-03

+229601050671ex~03




Compound No. :

Table 3 (continueg)

NOST MEDIATED ASSAY . -
INDIVIDUAL MOUSE DATA

71-18 (Propylene Glycol Alginate)

No,

binants/ml

Forming'Units/ml

Organism: D-3
Treatment: MAXIMIM
A. Acute
_ Ave. No. Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Freqguency
1 « 700000000000ex G4 .400000000000ex 08 .175000000000ex~03
2 . 750000000000ex 04 «393333333333ex 08 .130677966101ex~03
3 . 300000000000ex 04 461666666666ex 08 . 0488169494585ex-04
4 .400000000000ex 04 .450000000000ex 08 .8888885888888ex~04
5 »500000000030ex 03 . 400000000000ex 07 .125000000000ex~03
6 «550000000000ex 04 « 555C00000000ex 08 .590590990990ex~04
7 . 5000000G0000ex 04 »261665666666ex 08 .191082802548ex-03
+133532958013ex~03
: Bi Subacute
Ave. No. Mutant
Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-

binaticn Frequency

O 00N ONU NN

. 40000000000Cex
.400000000000ex
+250000000000ex
+» 200000000000ex
»100000000000ex
.450000000000ex
4 50000000000ex
. 7000G8000000ex
» 25000050000 ex

04
04
04
04
04
04
04
04
04

.383333333333ex

. 69250000000Cex
»129250000000ex
«178333333333ex
.572500000000ex
491666666666ex
. 796666666665ex
« 335000900000ex
=« 8475000000C0ex

08
07
08
a8
07
038
08
08
07

+104347826087ex~03
.577617328519ex~03
.193423597678ex~03
.112149532710ex~-03
+174672489082ex~03
+91525423728%ex-04
+564853556486ex~04
+130843121495ex~03

«294985250737ex-03

.192894213961ex~03




Table 3 (continuem)

HOST MEDIATED ASSAY *
INDIVIDUAL MOUSE DATA

Compound No, : 71--19 (Propy]ene Glycol Alginate)
Organism: N-1

Treatment: INTERMEDIATE

A. Acute

- Ave, No. Mutant- .
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-~

No. binants/ml Forming Units/ml bination Frequency
1 + 500000000000ex 04 +912500000000ex 07 +547945205479ex-03
2 «450000000000ex 04 . 720000000000ex 08 +625000000000ex~04
3 .6000000C000%ex 04 +4816666666662x 08 «124567474048ex~03
4 +4000000000C%ex 04 +498333333333ex 08 «802€75585284ex~04
5 .25000000000%ex 04 «766666666665ex 08 «326086956522ex~04
6 .150000000000ex 04 +205000000000ex 08 «731707317073ex-04
7 .300000000000%ex 04 +263333333333ex 08 +113924050633ex~03
8 +150006000000ex 04 «228333333333ex 08 +656934306570ex~04
9 «150000000000ex 04 J176666666666ex 08 «849056603776ex~-04
10 «161111111111ex 05 «213333333333ex 08 «755208333333ex~03
«194079114039%ex~-03
B.. Subacute
Ave. No. Mutant
Mouse Colonies or Recom- Ave, No., Colony Mutaticn or Recom-
No, binants/ml Forming Units/ml bination Frequency

1 «250000000000ex 04 +143333333333ex 08 «174418604651ex-03
2 .388888888888ex 04 «182500000000ex 08 +213089802130ex~-03
3 .600000000000ex 04 «295000000000ex 08 «203389830508ex~03
4 . ,650000000000ex 04 +431666666666ex 08 «150579150579ex~03
5 » 7000000006000ex 04 +253333333333ex 08 +276315789474ex~03
6 . 200000000000ex 04 »165000000000ex 08 «121212121212ex~03
7 «55000G000000ex 04 «1750000000002x 08 «314235714235ex~03
8 +150000020000:x 04 Li5L66G6H660060x 08 +989010989C15ex~04
9 L 1500000000000% 04 « LIG0GI00000022 08 « 78947368421 Cex~04
10 200000000000 ex 04 L987505000000ex 07 +202531645559ex-03

«183357112571ex~03




Compound No, :

Table 3 (concluded)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-18 (Propylene Glycol Alginate)

Organism: D-3
Treatment: Low
A, Acute
Ave. No. Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 .3500000000G0ex 04 .711666666665ex 08 .49180327868%ex-04
2 +0000000000(0ex 03 .137500000000ex 07 .000000000000ex 00
3 ,4500000000G0ex D4 .995000000000ex 08 .452261306532ex-04
4 + 200000000000ex 04 . .651666666665ex 08 .3AN6905370844ex~-04
5 . 2500000000(:0ex 04 . 225000000000ex 08 .111111111111ex~03
6 . 150000000000ex 04 +351666666666ex 08 ,426540284360ex-04
7 . 500000000000ex 04 .110833333333ex 09 .451127819550ex~04
.462821310154ex-04
B. Subacute
. Ave, No. Mutant
Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-
No. binantsﬁml Forming Units/ml bination Frequency

O NAWLEWN

.450000000000ex
.100000000000ex
. 6500000000C0ex
» 300000000000ex
.150000006000ex
» 300000000000ex
. 150000600000ex
«450000000000ex

04
04
04
04
04
04
04
04

+165500000000ex
« 750000000000ex
.298250000000ex
.138500000000ex
+115730000000ex
» 335000000000ex
«110250000000ex
.150000000000ex

08
07
08
08
03
08
08
08

+271903323262ex~03
«133333333333ex~03
+217937971500ex-03
.21660649819%4ex-03
.129589632829ex~-03
.89552238805%9ex~04
.136054421768ex~03
+ 300000000000ex~03

.186872177460ex~03




¢

Table ///

HOST-MEDIATED ASSAY )
IN VITRO MUTAGENICITY OF COMPOUND 71-18 (Propylene Glycol Alginate)

Salmonella typhimurium G-4o

5% w/v 71-18 ENS
negative positive

Salrmonel.a typhinurium TA-~1550

5% w/v 71-18 -~ EMS

negative positive

Saccharomyces cerevisiae D-3

Recombinants 102"

Compound Concentration Survivgl (ﬁ) - Survivors RFt1 RFz
71-18 1% w/v L.77 . 217.98 15.26
71-18 0.5% w/v 9%.07 20.92 1.k2
EMS 0.1% w/v 86 : 289.79 20.29

Control (=) - 100 _ 14.28 1.00




Table 5 -

CYTOGENETIC ASSAY
METAPHASE SUMMARY SHEET BY TIME OF SACRIFICE

Propylene Glycol Alginate (71-18)

Cells
with More Cells
Mitotic Cells with than One with
Index No. of No. of Cells with Rearrange-— Type of Aber.

Dosage (mg/kg) Time™ (%) Animals Cells Breaks ()  ments (%) Aber. (%) (43 t)**'
TEM (0.4 mg/kg) 6 0.80 : 5 250 10.4 0.4 0 10.8
Negative Control 6 3.05 3 150 0.7 0 0 0.7
30 mg/keg 6 2.20 5 250 1.2 0 0 1.2
2500 mg/kg 6 1.55 5 242 0 0 0 0
5000 mg/kg 6 2.65 5 250 0.4 0 0 0.4
Negative Control 24 2,65 3 " 150 0 0 0 0
30 mg/kg 24 2.70 5 250 0.8 0 0 0.8
2500 mg/kg 24 1.55 5 250 0.8 0 0 0.8
5000 mg/kg . 24 1.50 5 250 0.4 0 0 0.4
"Negative Control 48 2.20 3 150 0 0 0 0 .

30 mg/kg 48 1.65 5 250 0.4 0 - 0 0.4 e
2500 mg/kg 48 1.75 5 250 0 0 0 0 :)

5000 mg/kg _ 48 2.05 5 250 0.4 0 0 0.4 ’
Negative Control SAMF 2.00 3 150 0 0 0 0
30 mg/kg SA 2.00 4 200 U.5 0 0 0.5
2500 ng/kg SA 2.45 5 250 0 0 0 0
5000 mg/kg SA 1.45 5 250 0.4 0 0 0.4

* Time of sacrifice after treatment (hours)

% SA=subacute



Table O

CYTOGENETIC ASSAY
ANAPHASE SUMMARY SHEET
Propylene Glycol Alginate (71-18)

Cells

Cells with with More Cells

Acentric . » Other than One with

- No. of Fragments Cel}s with Muitipelar (Abnormal) Type Aber. Aber.

Dosage Time  Cells (%) Bridges (%) Cells (%) () 0 (4)
Negative Control L2 112 3.6 5.4 1.8 0 0 10.7
10 ug/ml W2 200 5.0 .o 2.5 0.5 2.5 7.0
100 ug/ml Lo 165 3.8 2.7 0.5 0 0.5 6.5
L0070 pg/ml : L2 Ly 4.5 0 0 2.5 2.3 h.s
TEM (0.05 pg/ml) 24 55 . 34,5 9.1 7.3 41.8 25.5 65.5

* Time of harvest after treatment (hours).
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DOMINANT LETHAL GENE-RAT

Tabhle 7

AVERAGE IMPLANTATIONS PER PREGNANT FEMALE

Propylene )
Compound:Gilycol Alginate
FDA No: 71-18
Week of Control TEM 71-18 71-18 71-18
Study (10 mi/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)

Acute-Single

Dose

1

236/19=12 .4

193/19=10,2*%

206/16=12.9

214/19=11.3

229/17=13.5

2 220/20=11.0 159/19= 8.4% 225/20=11.3 221/19=11.6 246/20=12.3
3 209/20=10.5 170/20= 8.5% 204/19=10.7 189/17=11.1 212/20=10.6
4 230/20=11.5 | 60/18= 3,3%% 217/20=10.9 220/20=11.0 192/18=10.7
S 214/20=10,7 191/19=16.1 223/19=11.7 2i4/20=10.7 231/19=12.2
6 236/20=11.8 227/20=11.4 220/19=11.6 240/20=12.0 244/20=12,2
7 239/20=12.0 '230/20=11.5 ’ 228/20:11.4 215/20=10.8 222/20=11.1
8 224/20=11.2 213/20=10,7 236/19=12.4 229/18=12,7¥] 217/19=11.4

Subacute-Multiple Dose

1

206/18=11.4

214/18=11.9

223/19=11.7

138/11=12.5

2 215/19=11,3  206/19=10.8
3 236/18=13.1%% 217/20=10.9  199/18=11.1
4 209/20=10.5  204/20=10.2  208/17=12.2
5 233/19=12.3  215/20=10.8  234/20=11.7
6 | 237/20=11.9  229/20=11.5  198/20= 9.9
7 186/16=11.6  191/17=11.2  207/18=11.5

i3

Signiticant at P < 0.05
" Significant at P < 0,01

A g

I 1Increase above control




o DOMINANT LETHAL GLNE-RAT ' )

Table 8
[ J

AVERAGE DEAD IMPLANTS PER PREGNANT FEMALE

Propylene’
Compound:Glycol Alginate
FDA No: 71-18

veek of Control TEM 71--18 71-18 71-18
Study {10 mi/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute~-Single Dose
1 18/19-0.95 75/19=3,95%% 14/16=0,88 8/19=0,42 22/17=1,29
2 11/20=0.55 135/19=7,11%* 17/20=0.85 10/19=0,53 23/20=1.15
3 18/20=0.90 144/20=7 ,20%% 13/19=0.68 18/17=1.06 19/20=0.95
4 19/20=0.95 58/18=2 22%% 19/20=0.95 33/20=L.65 30/18=1.67
5 15/20=0.75 62/19=3;26** 19/19=1.00 18/20=0.90 14/19=0.74
6 22/20=1,10 | 41/20=2.05% 36/19=1,89 24/2C=1.20 13/20=0.65
7 24/20=1,20 26/20=1,30 21/20=1.05 22/20=1,10 29/20=1.45
8 11/20=0.55 18/20=0,90 19/19=1.00 26/18=1.44 27/19=1,42
Subacute-Multiple Dose
1 7/18=0,39 7/19:0;37 9/11=0,82
2 7/18=0.39 14/19:0.74 16/19=0.84
3 16/18=0.89 9/20=0.45 13/18=0.72
4 10/20=0.50 22/20=1.05 21/17=1.24
S A10/19=0.53 18/20=0.90 17/20=0,85
6 21/10=1.05 18/20-0.90 22/20=1,10
7 6/16=0,38 11/17-0.65 20/18=1.11

L

Ll

Significant at P <
* Significant at P <

0.
0.




DOMINANT LETHAT, GENE-RAT

-

Table 9

DEAD IMPLANTS/TOTAL IMPLANTS

~

Propylene
Compound: Glycol Aginate
FDA No: 71718
Week of Control " TEM 71- 18 71-18 , 71-18
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute-Single Dose
1. 18/236=0,08 75/193=0,39%% 14/206=0.07 8/214=0,04 22/229=0.10
2 11/220=0.05 135,/159=0,85%%  17/225=0.08 10/221=0.05 23/246=0,09
3 18/209=0.09 144/170=0.85%%  13/204=0.06 18/189=0,10 19/212=0.09
4 19/230=0.08 58,/60=0,97 % '19/217=o.09 33/220=0.15 30/192=0.16
5 15/214-0.07 62/191=0,32%% 19/223:0.69 18/214=0,08 14/231=0,06
6 22/236=0.09 41/227=0.18 36/220=0.16 24/240=0,10 13/244=0.05
7 24/239=1.,00 26/230=0,11 21/228=0.09 22/215=0.10 29/222=0.13
8 11/224:0.65 18/213=0. 08 19/236=0.08 26/229=0.11% 27/217=0,12
Subacute-Multiple Dose
1 | 7/206=0,03 7/223=0.03 9/138=0.07
2 " 7/214=0.03 14/215=0.07 16/206=0,08
3 16/236=0.07 9/217=0.04 13/199=0,07
4 10/209=0.05 22/204=0.11 21/208=0.10
5 10/233=0.04 18/215=0.08 17/234=0.07
6 22/198=0.11

21/237=0.09

6/186=0,03

18/2295=0,08

11/191=0.06

20/207=0,10

3

S.¢nificant at P < 0.05

Mt grpnificant at P < 0.0L
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DOMINANT LETHAL CYNE-RAT

Table 10

~

AVERAGE CORPORA LUTEA PER PREGNANT FEMALE

.

Propylene
Compound; Glycol Aginate

‘'FDA No: 71-18

feek of Control TEM 71-18 71~ 18 71- 18
Study (10 m1/kg) (0.2 mg/keg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute-Single Dose

1 252/19=13.3 252/19=13.3 228/16:14.3 259/19=13.6 240/17=14.1

2 254/20=12.7 220/19=11.6 245/20=12,3 '241/19=12,7 263/20=13.2

3 244/20=12.2 247/20=12 4 236/19#12.4 221/17=13.0 244/20=12,2

4 260/20;13.0 227/18=12.3 240/20:12.04¥ 258/20=12.9 225/18=12.5

5 244/20=12,2" 234/19=12.3 242/19=12,7 252/20=12.6 255/19=13.4 *1

6 265/20=13.3 253/20=12 .7 254/19=13.4 259/20=13.0 2566/20=12.8

77 259/20=13.0 250/20=12,5 256/20=12.8 236/20=11.8 ¥ 252/20=12,6

8 : 242/20=12,1 = 258/20=12.9 257/19=13.5 %% 250/18=13.9 **I 263/19=13,8 ¥*I

Subacute-Multiple Dose

1 _ 213/18=11.8 ¥ 240/19=12.6 149/11=13.5

2 : 244/18=13.6  244/19=12,8  252/19=13.3

3 245/18:13.5 ¥ 244/20=12.2  223/18=12.4

4 - 256/20=12.8  237/20=11.9 * 217/17=12.8

5 ' 267/19=14,1*T 273/20=13.7 **1 268/20=13.4 *1I
6 z74/zo=13.7‘ 252/20=12,6  243/20=12.2

7 ' - e 199/16:12.4

206/17=12,1'*% 228/18=12.7

Significant at P < 0.05
B Cignificant at P < 0,01
I Increasc above conntrol
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DOMINANT LETHAL GENE-RAT

Table 711

AVERAGE PREIMPLANTATION LOSS PER PREGNANT FEMALE

Propyleng”
Compound: Glycol Alginate

FDA No: 71-18
week pf Control -TEM 71-18 71- 18 71- 18
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute-Single Dose
1 16/19=0,84 59/19=3,11% 22/16=1.38 45/19=2,37 11/17=0.65
2 34/20=1.70 61/19=3,21% 20/20=1,00 20/19=1.05 17/20=0,85
3 35/20=1.75 77/20=3,85% 32/19=1.68 32/17=1.88 | 32/20=1,60
4 . 30/20=l.50l . 167/18=0 ,2a%¥* 23/20=1,15 38/20=1,90 33/18=1;83
5 30/20=1,50 43/19=2,26 19/19=1,00 38/20=1,90 24/19=1,26
6 29/20=1.45 26,/20=1.30 .,34/19=1.79 16/20=0,95 12/20=0.60
7 20/20=1.00 20/20=1.00 28/50:1.40 21/20=1.05 30/20=1,50
8 18/20=O.90 45/20=2,25 .21/19=1.11 21/18=1,17 46/19=2.,42
Subacute~Multiple Dose
1 7/18=0,39 17/19=0.89 11/11=1.00
2 30/18=1,67 29/19=1.53 46/19=2 .42
3 7/18=0,39 *XD 27/20=1,35 24/18=1.33
4 | 47/20;é.35 33/20=1.65 9/17=0,53
S .34/19=1.,79 58/20=2,90 34/20=1.70
6 37/20=1.85 23/20=1,15 45/20=2,25
7 13/16=0,81 15/17=0.88 21/18=1.17

#

. Significant at P < 0.05
¥ Significant at P < 0,01
. L Docre: e helow control

.




APPENDIX A

Statistical Analysis Procedures for Dominant Lethal
Gene Tests With a Description and Explanation of the
Computer Printouts




Statistical Analysis Procedures for Dominant Lethal Gene Tests With

A Description and Explanation of the Computer Printouts

The first stage of the analysis of the dominant lethal tests of the mutagenic
studies on chemicals will be the preparation of punched cards from work sheets,
Lach sheet contains autopsy data for the female rats thut were mated, two per male,
to 10 males of the same dousage group in ocne pafticular week. There are 9 dosagce
groups for some of the chemical additives studied, aud B groups for the others.
The 9 groups consist of 5 1~-dose groups and 1. 5-dosc (multiple treatmoent) groups,
The l=dose groups are for thne vehicle control, 3 additive dusage levels, and a
positive control (TEM). Each rct in these groups is wmatod weckly for 8 weeks,

The d~dose groups are for the vehicle control and the 3 sdditive dosage levels,
The rats in these groups are mated weekly for 7 weeks. (There will be « deck of
1360 cards for each compound,)

The second stage is the execution of a computer program,KLUTE, which performs
the [ollowing operations (wiierc each statistical calculaiion is done once for
cach week's data):

1. The data cards are read and stored in central memory while a check is
made to verify ‘that the number of corpora lutea on cach side is greater than
or equal to the number of implants, If any data fail this check, the run

is aborted and the data will be returned for review. The entire set of
input data is printed out,

2. The fertility index (the number of pregnant femuales divided by the number
of mated females) is calculated.

3. The chi-square test is done to compare each dosage level to the control on
fertility., Let:

Ni = no, of mated females at dose level i,

ni = no, of pregnant females at dose level i,

Then the chi-square 2 x 2 tables are of the form:




. .

and chi-squared (with 1 degree of freedom) is: E ’

3 '\ 2
. N o - - -
) (N #N;) (fn (N =0 )=n, (N _-n )| (N_+N )/2) _
- (n_ +n, Y(N _~n +N_-n_) (N ) (N,) (corrected for
o i q o i1 o’ T continuity)

2
Xi

where the subscript o represents the control group, *

For each dosage group (including the control group and TEM), the following

is printed out: the number of pregnant fegales (N PRG), the number of mated
females (N MTD), the fertility index and X°.

4, Armitage's test for a linear trend in proportions is applied to the
fertility index. The formula for this calculation is found on pages
248-248 of "Statistical Calculations' by Snedecor and Cochran, 6th Edition,
Iowa State University Press, 1967. Using the notation of (3) above, we
"have a 2 x 3 contingency table of the form:

dose 1 dosg_g dose 3 row totals
n n n, -] t
1 2 3
: !
Nl—n1 Nz-nz NS_HB E I'~t
Column . .
Totals N1 . NZ N3 I

' 2 2
Armitages' 'chi~-square" is given as X X~, where C=3 and

(c-1"1

2 n 2

L .
: X2 T(Trnx - tZNX)z 2 3 T (“N t)
= 2 2.7 c-1) t(T-t) "’

Lo men-emo® O (=0
. Cc n2 C ni&_ .

where Inx stands for 3 nix., ZE for ¥ ram etc, and the x are the dosage levels,
i=1 i=1"d : ‘

This calculation will be repeated with x replaced by log x, The Armitage test
will also be applied to the following 2 x 4 contingency table:

.

-

Yin all tests, the sinzle~dose treatment groups arce comparcd with the single=dosc
conlrol groun and the multiple-dose Lrentwent proups compored with the muitiple-
dose control proup, )




A~ ~

Control dose 1 " . dose 2 dose 3
r
n

! Bo , nl Ny 3
' . ’
!

- N: =n \_-n N, ~-n
LNy N Ny=ng 373

in this case, C=4,

The printout lor the Armitage tests includes the number pregnant (N PRG)
and .the pumber mated (N MTD) for each of the 3 or 4 groups included in the

tests, plus XZC X x_l and their aifference (labeled ARMIG CHISQ),

5., The t-test is applied to determine significant differcnces between
the average number of implantations per pregnant flemale at a dose level,
and the average for the control, Let

ni = no, of pregnant jemales at dose level i,
uij = total no. of implantations for pregnant female j of dose i.
Then,
n,
_ i
My T w2 M
ij:lJJ
.n'
i
2 - 2
S1 =3 (ui.—ui)
=1

u -u
o 1
t =
i - 2 2
S+ 8§ /l_ L\:l/z
I'n +n -2 ( n_ )
I © 1 \ ° ]

The t-test printout gives, for each group: the number pregnant ( N PRG),

the mean and standard deviation of the aumber of implantations, ‘the ahsolute
value of T and the deprees of freedom (DF) are given for cach treatment proup
and tor TEM, s




6, A regression it of t"2 -werage number of implanations, u., is made

for both the arithmetic and logaritlunic dose Xi and log X)) to sce which
. ) i .

is better. '

These two fits include the data from the three treatment groups only,
A third regression using the X, as independent variables, include data ftrom
the three treatment groups and the control group. VYor each regression, the
quantities computed and printed for this step are:

N = the number of observations
total number of pregnant females,

1t

The regressions are computed as [ollows:

Let N = the number of observations, i.e,, the total number of
pregnant females in the groups used in the regression,

xi: the value of the independent variable (dose or lou dosgd
for the i-th female,
Ui=<the value of the dependent variable (number ot implantations)

for the i~th female,

Then,

il

it M =2

= 1
X:-ﬁ

XBAR
’ i

X,
13

SD X = standard deviation of the Xi

1/2
1 ss
N-1 X !

- 2
where S8, = £ (X -X)
X i=1 i

il

—
z

UBAR = U = - 3 U _,
. i
i=1

4

SD U

i

standard deviation of the U,

1
o 1/2
No1 §sl]] '

-L""l
* -2

where '8S. = & (U -
) u . i '

1"

and s X =Xy (U -0
e U N ¢ | ) ( i




From these quantities, we compute:

B = estimate of the slope of the regression line

= SSVU/SSX’

A = estimate of the intercept of the regression linc,

:E—B.‘-(',
Also,
VAR U X = variange of U about the regression line
SS ~SS. /SS
U XY/ X

N=-2

and from this is computed,

1

VARB variance of the estimate, B

VARU X
be

VARA = variance of the estimate, A

=2
, 11 X W
VARU.X [N + s, |

i

0

VARUBAR = varjance of U,

VARU.X
N

and
CV U = coefficient of variation of U,
1/2 :
(VARU.X)
U

And finally we have:

T = the t-statistic for testing the hypothesis that
slope is zero

— 13 E}
ANVALD
DI - number oY doepgrees of recdom tor TR,

t he

roegressien




7. The preimplantation loés, y, i calculated for each pregnant female,

Jj, as the number of corpora lutei, v, ,, minus the number of implantations,

u. .. Then the Freeman-Tukey transfoffiation is applied to yij as follows:

i3
S —\
S y ~ - y, ,+1
fiJ = gin 1 -v—-?'—%-f + sin 1/\/V1J+1
' iJ 1

The t-test is then applied to the f's. Let

. ni
- 1
f =— 5 f
i ni 3=1 ij
n
’ i
2 - 2
S. =X (fi.-fi) s
i 31 J
where ni, and no are defined above (step 3).,
~Then - -
f - f
¢ o i
i Sz+sz 1/2
o i 1 1

The printout gives, for each group, the number of pregnant females
(N PRG)}, the mean and standard deviation of the fi.'s. For each treatment
group and for TEM, the zbsolute value of ti(T)' an& its degrees of freedom

{DF) are given,

8. The number of dead implants, z, ., for each female, j, is the sum of the

early and late deaths., The Freeman>Tukey transformation and the subsequent

t-test is applied to the dead implants by repeating step 7 above with z_ .
1)

substituted for y, ..
1)

The printout is the same as for step 7, except that the number of females
(N FEM) in each group is printed instead of N PRG,

9. The number of females with one or more dead implants, mi, is calculated,
In the printout, the m  are referred to as N WDI (i.e.,, "'number with

dead implants™).

10, The chi-square test and Armitage's test for a linear trend is calculated

for tho‘proportion of females with one or more dcad implants,
. m .

pi b ‘3 ’
L .
by repeating steps 3 ana 1, above, with mj substiituted far n‘.




a )

-

In the printout, the ratio, p., %s called tine "death index’, in
analogy with the fertility index. ‘

11. The ratios, Py computed above, undergo a probit analysis to determine
whether the probit’of this proportion is linearly related to the log dose.
Computer subroutine PROBT, I;om the IBM System/J360 Scientjfic Subroutine
Package Version III, is used to compute A and B and the X7 statistic for
the regressicen equation, .

P, = A + B*xlog x,
i i

where Pi is derived by tﬁe pfogram from
oo

e

/N (0,1)dx
x

it
kel

(N _(0,1) is the normal curve, with a mean of 0 and a standard deviation of 13,
X

The number of dead implants, z ., and the number of total implants, u,

12,
1)

are calculated for each iemale, Jj. 1 The Freeman-Tukey transformation
and subsequent t-test is applied to this data by repeating step 7, above, as

follows:

ESEN i
- z o+l
f = “iﬁ_l f/ ij + sin-—l / i) _
ij ~ 7t AT u, 41 700 41
ij iJ
y N
LN r 5
131 J
N
3 9
' s? - gl (£, -
S B | J
f-r
t TR I /2
57+S. ‘
o i m_*é.
N +N=2 N N. I
O 1 l }
.. L.

The pringtout for this step is the same as for step 7, except that the number

of temales (N FEM) in cach group is printed insteoad of N PRrG. .




13,

datn,

a,
by,
c.
d.
e,

Five one-way analyses of variance are performed on thoe control groups

The five variables analyzed are:
number of pregnant females,
number of implantetions per pregnant tfemale,
the pre-implantation loss per pregnant female,
the number of dead implants per female,
the ratio of dead implants to the total implants,

For each of these variables the ANOVA caiculations are as follows:

Let Rk. = value of one of the above variables for female doassiened
male k, and ‘ '

L = no, of females assigned to male k.

M = no, of males

L
Ek - 11' " R
‘k J:l J
M
- 1 -
R ==% R
MOk

Then, the sum-of--squares-within-males = SUMSQ
. w

= 3 R -R.)
(l. ] y

the degrees-of-freedom-within-males = DFW

M
= % (Lk~1),
k=1 SUMSQ
and the mean-square-within-males = MEANSQW : ~E?-l- .
W
M ;
Similarly, the sum=-of-squarecs-betwcecen-males = SUMSQP o Lk(Hk—H)",
' k=1
the degrees~of-freedom-hetween-matces :_DFB M-t
_ : : Sl;MSQi_
and the mean-square-between—-males - MEANSQ” -.-~]Tr~; .
. |




14,

MEANS!
%

i 1v h ~-ratio i =TT
Finally, the F-ratio is F MEANSQW

In the printout, these guantities are labeled without the o,
subscripts, but the "within" and "between’ quantities uare 1dentified
by the page headirg. Also, the total-sum-of-squares = SUMSQ.. - SLHSQX

and its degrees-of-freedom

M
=T L-l,

k=1
are printed.

The t-test is applied to determine significant differences betwoeen
the average number of corpora lutea per pregnant tfemale at o dusc
level, and the average for the control. Let

n;, = mo. of pregnant females at dose level 1.
Ci' = total no, of corpora lutea for pregnunt female j of Jdose i,
Then,
n.
- ] 1
Ci = by Ci.
=1
ni
2 - 2.
Si =T (Ci.-Ci)
g=1

to:

+S . /1

fh— s

:lv—a

o i

~ P

t =

i 2 2 . T1/2
{— S :

: -2

; no+ni n

The t-test printout gives, for cach group: the number preunant (N PHGy,

the mean and standard deviation of the number of corpora lutea, The
absolute value of T and the degrees of freedom (DF) are given tor caun
treatment group and for TEM,
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Raw Data and Statistical Analyses
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DOMINANT LFETHAL GENF STUDY OF COMPOUND 71-18

TEST

MATERXAL_

LNTRL1A
CNTRL18
CNTRL1B
CNTRL18
CNTRL18
CNTRL1B
CNTRL 1R
CNTRL18
CNTRL 1R
CNTRL1R
CNTRL1B
CNTRL1Y
CNTRL1A
CNTRL1S
CNTRL18
CNTRL1SB
CNTRL18
CNTRL1R
CNTRL1B
CNTRLYIS

71-18
71-18
71-13
71-18
Ti-18
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DUOMINANT LFTHAL GENE STUDY CF COMPOUND 71-18

TEST
MATEQTAL

T1-18
7T1=18
.T1-18
71-18
T1=1R8R
7T1-198 -
71-18
71-18
71-14
71-18
Ti=18
71-14
71-19
7118
71-18
71-18
T1=-18
71-13
71-113
71~18 -

71-18
71-18
71-13
7T1=1R
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.DOMINAVT LETHAL GENE STUNDY OF C€OMPOUND 71+18

TEST
MATERTAL

TEM18
TEM1A
TEMIE
TEM1R
TEMYS
TEM18
TEM18
TEMIR
TEM]IS
TEM]SB
TEM1R
TEMIAR
‘TEM18
TEM1S
TEMY8
TEM)A
TEM1B
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DOMINANT LFTHAL GENE STUDY OF COMPOUND T1=-18

TEST
MATERIAL o

i
b

71-18
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71-18
71-18
T1=-18
71-18
71-18
71-18
T1-18
71-13
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71-i3
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DOMINANT LETHAL GENE STUDY OF COMPOUND 7.1=18 PROPYLENE Gl YCOL ALGINATE PAGE 1D
EARLY  LATE  CNRPORA

TEQT ’ MALE FEMALE IMPLANTS OFATHS DEATHS LUTEA
MATERTIAL WFEK S/M  DOSE NO o NO, PREG. L R L R L R L R
J1-18 2 M 5,0000 31} Al Y 5 1 0 1 ] 0 5 b
71-1AR 2 w 5:0070 31 62 Y 8 4 0 ] - n ] )
7T1-18 2 M S.0090 32 63 Y 6 6 . 0 0 1 n 6 7
T1-18 2 M S.1000 32 664 Y 9 4 0 1 ] ] 2 10
71-18 2 w 5.0000 33 65 Y 4 6 n 1 0 o 5 6
7T1-18 2 M 5.0000 33 66 Y 6 4 0 1 0 n 6 4
71-18 2 ™ 5S.0000 3% 6T Y 3 10 0 ] 0 1 4 11
71-18 2 - S,0000 3% 68 Y 6 7 0 0 0 0 7 7
T1~-18 2 M 5.0000 35 63 Y ] 4 0 0 0 n 8 &
T1-18 2 g 5.0000 3% 79 Y 7 3 0 0 1 0 10 .
71~18 2 ™ 50000 36 71 Y n 2 0 0 0 0 ) 6
71-18 2 M S«N030 36 72 N n c 0 8 0 0 2 .0
71~18 2 M S.000n0 37 73 Y 4 R 0 0 0 n 4 9
71-18 2 ? 5.0000 37 T4- Y A 6 4 0 b} n 8 6
T1=-18 2 ™ 5.0000 38 75 Y 7 5 0 ] 0 0 77
71-189 2. M 5.0000 38 76 Y 4 8 ] ] ] 0 4 9
Tr-128 2 M $.0000 39 77 Y 8 5 ] 0 1 n 8 5
71-18 2 M 5.0000 39 78 Y 5 6 0 0 0 0 5 6
7i-18 2 M 5.0000 40 79 Y 8 9 1 0 ) 0. 12 13
71-18 2 " S«0000 4p 80 Y 5 6 0 1 0 0 S 6



DOMINANT LETHAL GENE STUnY OF COMPOUND 71-18

TEST

MATEQTAL

~CNTRLIR
CNTRL1R
CNTRL1AR
CNTRL 1A
CNTRL1R
CNTRLIAR
CNTRLIR
CNTRL1A
CNTRL1A
CNTRL1B
CNTRLIR
CNTRLLIR
CNTRL 18
CNTRLLA
CNTRL1IE
CNTR2 18
CNTRL18
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71-18
71-18
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DOMINANT LETHAL GENF STUDY uF COMPOUND 71-18

TEST
MATERTAL

71-18
71=-18
71-18
71-18
71-183
71-18
71-13
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
Ti-15
71-18
71-18
71-18
T1-18 .

T1-18
71-18
7T1-18
71-13
T1-18
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-18 PROPYLENE GLYCOL ALGINATE PLGE 123
EARLY LATE CORPORA

TEST MALE FEMALE IMPLANTS DNDEATHS DEATHS {UTEA
MATERIAL WEEK S/HM NDSE NJa NO PREG. L R L R L 24 L R
TEM18 3 5 0002 11 21 Y 2 4 0 0 1 1 3 7
TEMIB 3 S G002 11 22 Y 4 8 4 8 0 0 4 9
TEM18 3 S .NN02 12 23 Y 6 7 5 5 0 0 6 7
TEMIA 3 S «0002 12 24 Y 4 4 4 4 0 0 6 7
TEM1R 3 S 0002 13 25 Y 7 2 0 0 14 2 10 3
TEM18 3 S «0002 13 26 Y a 1 6 1 1 n ) 1
TEU1A 3 S 002 14 27 Y T 3 7 2 0 0 a 4%
TEX18 3 S L0002 14 28 Y 5 3 5 3 0 () 8 5
TEMLB 3 S L0002 15 29 Y 4 7 3 5 n 0 5 7
TEMIR 3 S 0002 15 30 Y 4 9 2 5 0 9 4 10 .
TEMIR 3 S G002 16 31 Y "1 1 1 1 b} n 5 8
TEM1B 3 S «0002 16 32 Y 2 0 2 0 0 n 8 5
TEMIA 3 S 0002 17 33 Y 3 4 3 4 0 I 7 5
- TEMLR 3 s 0002 17 34 Y 4 9 3 5 0 n 4 19
TEM]8 3 S «DN02  1F 35 Y 5 4 5 4 9 0 5 7
TEM] B 3 S 0002 18 35 Y 3 3 3 3 0 0 6 8
TEMIR 3 S 0002 19 37 Y g 5 5 S n ) 6 6
TE418 3 S 0002 19 38 Y 3 4 0 0 3 4 b4 6
TEMIA 3 S 0002 20 39 Y 1 3 1 3 0 0 A ¥
TEM18 3 S 20052 20 “0 Y T 4 & 3 1 4 T e
CHTRLYB. 3 g He0N00 1 1 Y 1 s 0 1 n 0 7 6
cHTILAR 3 M DeDOUD 1 2 Y 7 8 1 1 0 (] 7 8
CNTRL1SB 3 ] 0.0000 2 3 Y 4 7 0 0 0 0 4 8
CNTRL18 3 M n.9n00 2 3 Y 6 4 0 0 0 ) 6 5
CNTRL1S8 3 ¥ n.0000 3 5 Y a 3 0 0 1 ) 8 3
CNTRL18 3 M 040000 3 6 Y 7 6 0 0 1 ? ] 6
CNTRL1A 3 M 940000 4 7 Y 8 2 1 0 0 0 8 3
CNTRL1B 3 M 23,0000 4 8 Y 8 4 1 0 0 0 4. 8
CNTRL1B 3 M 040000 5 9 Y 4 3 1 0 1 0 4 7
CNTRLLS 3 M N+0000 5 10 Y 4 6 0 0 0 ) 4 6
CNTRL1S8 3 M 040090 6 11 Y 5 a8 1 0 0 0 5 3
CNTRL18 3 “ 00090 6 12 Y 7 & "0 0 o 0 76
CNTRLISR 3 M 90,0000 7 13 Y 1 a3 0 0 0 0 109
CNTRL]S 3 M $+0000 7 16 Y 6 6 0 0 1 0 6 7
CNTRL18 3 M 0.0000 8 15 Y 6 S 0 0 0 0 6 7
CNTRL1R 3 M 0.0000 8 16 Y 6 5 0 0 0 0 8 11
CNTRLIA 3 M N+0000 9 17 Y 3 6 1 2 0 0 3 7
CNTRL18S 3 M 040000 9 18 Y 3 1 1 1 0 0 4 6
CNTRLYA 3 M 0+0000 10 19 Y 6 6 0 0 0 ] 6 6
CNTRL1R 3 M D+0900 10 20 Y 4 6 0 0 d 0 4 7



L4

DOMINANT LETHal GENE STuUNY OF COMPOUND '71-18

TEST
MATERTAL

71=-18
71=18"
7T1=18
T1=-18
7T1-114
Tl1=14
Ti-18
71-18
71-18
71~18
T1-18
71-18
71-18
T1=1R
71-18
T1=-18
71-18
71-18
T1-18
71~18

T1-118
71-18
T1=1%8
T1-18
71-18
T1=-13
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2.5000 21
2.5000 21
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245000 22
2,5000 23
2.5000 23
2.5000 24
2.5000 24
245000 25
25000 25
2,5000 26
245000 26
2.5000 -27
2.5000 27
245000 28
245000 28
2.5000 29
245000 29
245000 30
245000 30

FEMALE
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26
27
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4n
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R
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NCOO Ul OFEFPVUNRNN= N ~U O PP ODOVIOITVDODVNONT IO R

EARLY
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L R
1 0
0 0,
0 0
1 2
0o 0
v 0
0 0
0 0
0 0
0 1
0 0
0 0
0 1
1 1
10
¢ 1
1 0
1 0
0o 0
1 1
o 1
0 0
2 0
0 1
0 [
0o 0
¢ 0
0o 0
0 0
1 0
9 0
0 0
0 0
TN
1 0
0o 0
0 0
1 0
o o
0 0

LATE
DFATHS
L R
0 0
0 0
0 0
n n
n n
0 0
0 0
n 0
n 1
0 0
] 0
0 0
0 n
n 0
1 n
o 0
0 0
0 0
0 0
0 0
0 0
0 0
n 0
0 0
0 0
0 4]
0 0
0 0
n o0
[ 0
0 0
0 1
0 0
o 0
0 0
0 L}
0 0
0 0
0 0
0 0
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‘DOMIMANT LETHAL GEWE STUDY OF COMPOUND 71-18

TEST
MATERTIAL

Ti=18
Ti=18
T1=~18
T1=18%
T1-18
71=-18
71~18
71+-18
71-18
T1=18
71-18
T1-18
71-18
71-18
Ti-18
71-18
71~-118
71=-18
71-13
71-18

wWEEK

(o ) G ) ) W W W W) W W W W W

S/M

LT T T LETLITIT L XTXTXIT L 2T ZXTZ XL

DUOSE

5.0300
50300
5,0000
5.0000
5.0000
S.0000
5.0000
5.0000
5.0000
3.,0000
5.0000
5.0000
S.0000
509200
5.0090
5.,0000
S.0000
5.0000
50000
5.0000

MaLE
NOI

FEMALE
NOe

PREG

P R Y R R W

IMPLANTS
L R
[} o
10 4
0 4]
3 9

1n 3
4 8
2] 6
S 7
6 7
b 7
5 S
0 0
9 3
2 0
~ 0
5 3
7 4
5 7
4 9
4 7

EARLY
DEATHS
L R
1 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
17N
0 v}
0 0
n 0
1 0
3 0
0 0
0 0
0 0
0 0
0 0
0 0

LATE

PROPY| ENE GLYCOL ALGINATY

DEATHS

t

DT OO DOIDIDOIIIIOODND

)

DHODDOIDDDOIDIIIIODIOL DN

Pact—l

CNRIRI2A
LUTEA
. 2
6
10
v}
3
11
6 1
a
)
6
5
5
0
9
]
7
6
7T
S
4 1
S

WO NPWUS SONN~N~NECO WOO &N
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DOMINANT [ ETHAL GENE STunNy OF COMPOUNj 71-18

TEST
MATERTAL

CNTRL1R
CNTRL1R
CNTRL1RB
CNTIRL]B
CNTRL1H
CNTRL1A
CNTRLLSB
CNTRL1B
CNTRL1S
CNTRLIB
CNTRL1B
CNTRL1A
CNTRL1R
CNTRLIB
CNTRL1IS
CNTRL1S
CNTRL18
CNTRL1S
CNTRL18
CNTRL18

T1-18
71-1R
71~-18
71~-18
T1-18
71-18
71-18
7Ti-18
71-18
71-18
71-18
71=-18
71-18
71-18
71~18
T1=1AR
71-1R
71~-18
71-18
71-14

. ] =
(]

FEF PP PO PP PSP P PPPPPPE P PP PP PP PPPPPrPPEOEEPSE S m
X

(7]
~N
z

VN WDAANNDANANDWLAVWVA NNV WV VNNV LLAVLAANLBN WV

NOSE -

0.0000
Q.0000
0+0000
00000
0.0030
Na00n0
20000
00000
D.00CN
0«0000
0.0000
0.0000
00000
0000
0.0000
0«00UV0
U«0070
0.0000
N.0000
N.0000

0300
D390
«0300
«0300
«N300
"«0300
+0300
«0300
«0300
«0300
« 0300
"«0300
« 0300
«03C0
«0300
«0300
«0309
«0300
+ 0300

MALE

[XT¢)
N e

DPI2OVLCTENNITOCOU & £ W WwN N s -

——

FEMALF
NO o

bt
CLXRNCUVE WY -~

11

PREG

€€ €€ €< <<€ << < < <

€L LA €€C<€C <

PROPYLENF GLYCOL ALGINATE

IMPLANTS

L

FNUVNIDAOINONIPINERONNW & NPNGPEPDDANANDNOARR &~ WP N

R

—
O NVW D= ——y

-

RV PNPrP~UNWRPEONWDPRO O WNSVLTPRHNENR

P00 00OV ODOOQ e O COOOCMOO WO OD DD

EARLY
DEATHS

L

R

NODODODIOADDOONCO~ID O OOQOOOOO‘DOOOOOOQONCD‘Q

LATE
CEATHS
L R
0 0
0 0
z n
0 n
2 2
1 n
1 n
0 0
o] 0
n 1
0 n
n n
2
1 n
n n
0- 2
n 1
0 0
0 n
n 0
n 1
0 0
0 0
0 0
0 1
0 0
0 0
0 0
0 n
0 0
1 n
3 2
0 n
1 0
0 0
? 0
0 4}
0 0
0 0
0 0
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DUMINANT LETHAL GEME STUDY OF COMPOUND 71-1R PROPYLENE GLYCOL ALGINATE PAGE 17
EARLY LATE Cnarnea

TEST MALE FEMALE IMPLANTS DEATHS DFATHS LUTEA
MATERIAL WEER S/M  O0SE NO. NO. PREG, L R L R L R L Q
71-18 4 S 243000 31 61 Y 7 4 0 0 0 ] 14 11
71-18 4 S ?.5000 31 62 Y 5 ] 1 0 0 A 3 ]
71-18 4 S 2.5000 32 63 Y 2 3 0 1 0 0 5 6
71~-18 4 s 2.5000 32 X Y 4 9 0 1 ) 0 4 10
71-18 4 ) 2.5000 33 65 Y 7 5 1 0 0 0 3 5
71-18 4 S 2.5000 33 66 Y 2 9 0 ) 0 0 2 9
71-18 4 ) 2.5000 36 67 Y 3 10 0 3 2 1 2 10
71-18 4 S 2,5000 34 68 Y 5 6 1 1 " n 5 6
71-18 4 S 2.5000 35 69 Y 4 7 0 1 n n “ 8
71-18 4 S 2.5000 3% T0 Y .3 8 n 0 n 0 3 8
71«18 4 s 2.5000 38 71 \{ 7 7 ) 1 n 0 7 7
71-18 4 S 2.5000 36 72 Y 12 2 1 0 ) 1 12 2
71-18 4 S 2.5000 37 73 Y 6 2 1 ] 0 0 6 )
T1-18 4 S 2.5000 37 74 Y 6 6 0 0- 0 0 6 6
71-18 4 S 2.5000 38 75 Y 4 6 1 3 n 0 5 5
71-18 4 ) 2.5000 3R 76 Y 5 ) 0 0 1. 1 6 6
71-18 4 S 2.50n00 39 77 Y 7 5 0 0 2 1 7 6
71~18 4 ) 2.5000 39 78 Y 4 7 1 n 0 0 5 9
71-18 4 S 2.5000 40 79 Y 2 4 1 ) 0 n 3 ]
71-18 4 s 2.5000 40 80 \ 5 5 0 0 n 1 ) 5
71-18 4 S  5.0000 &1 8l Y i 6 0 0 0 n 5 &
71-18 4 S 5.0000 &l 82 Y 8 3 0 0 0 n 9 3
71-18 4 s S.0000 42 83 Y 4 7 0 2 0 0 4 7
71-18 4 5 5.0000 42 946 N 0 0 0 .9 0 0 1 0
71-18 4 S 5.0000 43 85 Y 7 4 0 0 3 0 7 4
71-1R 4 S 5.0000 43 86 Y “ 5 0 0 0 1 5 [
71-18 4 ] 5.0000 44 87 N 0 ] 0 0 ¢ ¢ 0 0
71-18 4 S 5.0000 44 R8 Y 5 6 0 0 ) 2 7 g
71-18 4 3 S.0000 45 89 Y 4 a 0 1 0 0 6 9
Ti-18 4 S 5.0000 45 90 Y 3 1o 0 0 0 0 - 3 190
71-18 4 S S.0000 46 91 Y 5 5 & H n 0 6 6
71-18 4 S  5.0000 46 92 Y 4 8 0 a ) 0 o 8
71-18 4 s 5.0000 47 93 Y 6 4 0 0 0 o 8 4
71-18 4 35 S.0000 47 96 Y ® 5 1 0 0 0 5 5
71-18 4 s 5.,0000 48 95 Y 5 6 u 0 ] n 6 6
T1~18 4 S S.0000 48 96 Y 1 4 0 0 0 2 4 10
T1-1R “ ] 5.0000 49 97 Y 6 S 0 0 0 0 6 8
71-18 4 s 5.0000 49 98 Y 9 7 0 0 1 0 9 7
71-18 4 S 5.0000 S0 99 Y 5 5 0 1 n 0 6 5
71-18 4 S 5.0000 50 100 Y 3 8 0 0 1 1 3 1o



DOMINANT LETHAL GEME STUDY OF COYPOUND T1-18

TFST
MATERIAL

TEMIR
TEMIB
TEMIR
TEMIA
TEM1R
TEMIS
TEMIA
TEM]IR
TEMIR
TEM]IA
TEMIAR
TEM1R
TEM]S
TEMIB
TEMI8
TEMIR
TEM]18
TEM13
TEMIA
TEMIA

CHTRLIA
" CNTRL1B
CNTRLYA
CNTRLIA
CNTRL 1A
CNTRL1AR
CMNTRLIS
CNTRLYA
CNTRL1R
CHTRLYA
CNTRL1R
CNTRLLH
CNTRL 1R
CNTRLYA
CCNTRLLB
CNTRL 1A
CNTRL1SB
CNTRL1B
CNTPL18
CNTRL18B

WEEX
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0002
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0002
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0002
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0012
.0002

. e002

N.0000
0.0000
Ne0000
00,0000
N.0000
0.0000
0,0000
0.,0000
00000
0.0060
0.0000
0.0000
0.0000
0.0000
Ns0N00
0.0000
00000
V.0000
f.0000
N,0000

MaLE
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e
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3 2
1 ]
1 3
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0 2
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3 0
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0 0
1 0
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0 0
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0 0
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0 0
3 0
0 0
0 0
0 0
0 0
0 0
0 0
V] 0
0 0

LATE
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DOMINANT |FTHAL GEME STUDY OF CUvP0ND T1-18

TEST

MATERIAL | WEEK

“71-1AR
71-18
T1-1R8
71-18
71-1R
71-148
71-18
71-18
71~1R
71-18
71-1R
71-18
71-18
71-1R
71-18
71~18
7i-18
71-18
7Y-18
71-18

71-1R
71-18
71~1R
71-18
71-18

71-18°

71~18
T1-18
71-18
71-18
71-18
71=-148
71~-18
71=-18
71-18

©71-18

71=-18
71-18
T1=18
71=18

FEPPETEEPLPEEEE PSR

P ESLPL PR PO O PP PPPELERS S

S/M

£ L X

LT XTXLLTTLLE LXK &2

£z

L ITITXTIXTZTZXTXXTLZTELEEXZXTZEZZTZ X

NDSE

")300
<0300
«N3C0
20300
+ N300
+0300
«N360
«0300
« 013080
243060
«0300
<0300
«03G0
«0300
«0300
«0300
« 0300
0360
«0300

 2.5000

245000
25000
2¢5000
25000
25000
25000
245000
25000
245000
25000
25000
245000
25000
245000
245000
2.5000
245000
245000
25000

MALE
NO,

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20
20

FEMALE

ND,.

21

22
23
26
25
2%
27
29
23
30
31

32
33
34
35
36
37
38
39
40

41
42
43
44
45
46
47
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50
51
%2
53
54
55
56
57
58
53
60

PREG,
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PROPYLENE G| YCOL ALGINATE
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WHPEUINELSPFNIIWIDIDUV—~ N0 &

Ts
R

BPROCONNNNETIENR PP NWE D

PP WA~NT—~COLIPTNGG IO I~NEO S

FARLY
DEATKHS
L R
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
1 0
[+ o}
[ 0
0 0
0 0
0 0
0 0
s} 1
0 1
0 0
0 0
0 0
0 -0
0 0
4] 0
0 1
0 0
0 0
0 v}
0 0
0 0
0 0
0 0
0 0
0 0
0 4]
2 0
1 0
0 1
0 0

LATE
DEATHS

L R

1

0

0

1

0

0

0

0

1

n

0

2

n

9

0

0

n

n

0

0

0 0

0 N

8 3

1 3

0 0

0 0

0 0
.0 0

1] 1

0 0

0 0

0 1

0 n

. n

0 0

0 0

0 0

0 0

0 0

0 0

QIO DTVODIDIDODDOD D

S

Pa
CHRPNDA
LUTES
L ]
6 5
3 3
) o
7 8
4 3
6 7
3 6
7 6
B 2
7 6
8 5
13 -5
10 2
6 .8
7 6
6 7
9 5
7 4
6 -]
5 5
4 8
11 5
8 3
4 7
7 4
7 )
11 1
5 &
9 “
7 A
3 8
5 5
-] 7
3 7
5 4
4 8
3. 6
5 8
4 7
4 10

19



3]

TPOMINATT LETHAL GEME STUDY OF COMPOUND 7]1-1° POPYLENE GLYCOL £LGTINATE DAGE

™

£ARLY LAY colPcas
TEST . MALE  FEMVALE IMELANTS  DEATHS  DFATWS LJTES

MATERIAL WFFK S/M  NOSE NO, NDa PREG L R L R L R L 2
7Ti-18" 4 M 5.0000 31 61 Y 5 6 0 0, 0 1 3 £
71-18 4 “ Se.ngun 31 Y4 N 0 0 0 0 0 0 0 )
71-1R 4 £ 5.,0000 32 63 N ] 0 0 0 0 ¢ 0 0
Ti=1R 4 M 5.0000 32 66 Y I 7 0 n 2 3 7 3
T1=14 4 M 5.,0000 33 65 Y 3 9 e 0 a n 3 Q
Ty-18 4 ™ S.,0000 33 66 Y 4 6 d 0 1 0 4 7
7T1-18 o v 5.0000 34 67 Y S 9 1 0 ? 1 5 12
71+ 18 4 M 50000 34 68 Y R 6 0 0 0 ) 8 5
71-1#8 4 M 5.n000 35 © 63 Y 3 6 0 ] G 0 4 7
71~18 4 M 5.0000 35 70 N 0 ] 0 0 n o 0 0
71-18 4 v 55,0060 36 71 Y S 5 0 0 0 ) 5 5
r1-18 4 M L.0000 36 72 Y in 3 0 0 5 0 i0 3
T1-1R 4 M 5.0008 37 73 Y 5 9 0 0 0 0 5 19
71=-114 4 M S.0000 37 7% Y 6 10 0 [4 1} 0 4 10
71~1R 4 S 5.0000 34 75 Y 7 s Ny 0 0 0 7 3
71-19 4 M 85,0000 2A 76 Y 6 6 0 0 ¢ "o 6 5
71=18 4 M 5.0000 39 17 Y 6 7 0 n 1 n 6 7
71=1R 4 M 5.0000 39 73 Y 7 7 1 1 n n 7 7
71-18 I M 5.,0000 40 79 Y 6 6 2 0 n 0 6 6
71-18 4 M 5.0000 40 80 Y 9 2 0 0 0 n 10 2

Ny



DOMIMANLT [ ETHAL

TEST
MATERTAL

CNTRL18
CNTRE18
CNTRL18
CNTRLIAB
CNTRL18
CNTRL IR
CNTRULHA
CNYRL 1S
CNTRL1A
CNTRLTIR
CNTRI1A
CNTRLYS
CNTRL1S
CNTRLIR
CNTRLIR
CNTRLIB
CNTRL1R
CHNTRLIB
CNTR{_18
CNTRL1A

71-18
Ti-18
T1-18
71-18
T1=-1R
71=18
T1=18
T1=-18
Ti-18
71-18
71~-18
T1~18
71-18

t-18
T1-18
Ti=18
71=-18
T1-1R
71-18
71-18

wiFK

AR ANV ARV RNAG N RN N DURCIRVURC RV VLT RV IV IRV IS I IV IRV, IT IOV, V) VLIS

SENE STUDY OF COMPOUND T7)-13

S/M

DOV NVUBNVAADNND N NN NN

AVVAVLADANUNVLDANANANAN NN N

NJSE .

ND.0000
3.0000
C.0NN0
Ne}000
0.0000
J.0000
J«0000
N.00NQ
10390
HedNUO
0.0000
00000
NDe0000
n,2000
0.0000
0e0NUD
N.0000
N« 0000
Ne0N00
00000

0300
«N300
0360
« 0300
'0300
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0 0
n 1
0 0
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0 0
1 1
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NOMI«ANT LETHAL GENE STUDY OF COMPOUND 71-18

TEST
MATEQIAL

T1-1A8
Ti-18
71-18
71-18
7T1=18
T1~14
Ti-14
7T1-118
71-18
71~18
T1-18
71-18
71-18
71=13
71~18
T1=18
7T1-18
7T1=-18
71-18
71-1A8

71-184
71-18
71-18
T1~18
71-18
71-18
71-18
71-18
T1=-18
T1=18
Ti~14
71-18
T1=18
71-18
71-18
71-14
71~18
71=-18
Ti1=-18
71-18

wHEK

AN ARV g andvannadnenaanenaanuitg i

S/M

NN NN AV NV AND AN BN

[ RORE IV, RV IRV IRV, BV, BV RV, IR NG IV, IRV, IRV, IRV IRV R V4 BV B ]

DOSE

245000
245000
250100
245000
245000
25000
245000
2.5000
25700
245000
25700
245700
25000
2.5000
2:5290
245200
2.5000
2+.50N00
2¢5000
245000

5.0000
5.0000
5.0000
50009
5.0000
50000
5.,0000
S«0000
5.3000
50000

5.0000

540000
5.0000
5.0000
50000
5.0000
50000
5.0900
540000
5.0000

MalLE

N o

31
31
a2
32
33
33
34
34
35
35
36
36
37
37
38
38
39
39
40
40

41
41
42
42
43
43
44
44
45
45
46
46
47
a7
48
[3:)
49
I 9
%0
50

FEMALE

NO .

61
LY
653

PREG

PR LTI I NP EP RN I S S

PR R T I I I ]

PROPYLENE GLYCOL ALGRINATE

IMPLANTS
L R
5 e
7 s
& 8
s 8
77
5 5
1 s
¢ 1
‘36
() 4
9 s
6 S
° 3
s 8
6 6
4 10
4 6
10
7T e
7 &
3 7
7 7
s 7
T 5
CIY
B S
4 6
6 8
5 6
7 5
T 3
6 7
T 7
9 .6
s 2
T 6
3 12
4 10
5 6
0o 0

EAQLY
DEATHS
L R
0 0
v g
0 0
0 0
0 0
0 0
0 Q
0 0
1 0
0 0
2 9
0 0
0 0
M n
"0 0
1 4
0 1
v} 0
0 0
0 0
n 1
0 0
n n
0 0
0 0
1 0
0 0
0 0
1 0
1] 0
0 0
5 3
0 0
0 0
1 0
0 0
0 0
0 0
1 0
¢ 0

LATE
DFATHS
{ R
0 n
2 0
0 n
0 0
0 n
) n
0 n
0 (¢}
n n
0 1
0 0
2 ]
0 0
0 0
-1
n n
n 1
0 0
1 0
0 0
n

0

0

y

0

0

0

0

0

0

0

0

0

0

0

0

n

0

0

0

DD OO OIVVPLOIOIDI I

CAGE

CnRPORA
LUTEA
L R
7 5
7 9
S 9
5 a
7 7
5 T
7 5
5 11
5 6
6 [
9 5
6 5
a 3
7 2]
[ 6
¢ 11
-} 5
6 6
7 [
9 [
3° 8
7T -7
5 7
9 S
8 4
10 7
5 7
6 8
5 6
7 )
8 3
7 8
7 8
9 6
7 3
8 8
3 12
5 12
5 6
0 G

S



DOMINANT LETHAL GENE STUDY OF COMPOUND 71-18 PROPYLENE 5SLYCOL ALGINATE Dns‘
EARLY LATE CHRPNRA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTER
MATERIAL WEEK S/M  00SE NO, NO, PREG. L R L R t R L R
TFM19 5 S «0022 11 21 Y b4 9 0o 0 0 n 7 9
TEMIA 5 ] «0002 11 22 Y 6 5 1 1 n 0 6 s
TEM1R 5 S «NN02 12 23 Y 5 ) 0 0 1 1 5 6
TEM1A 5 S «N002 12 24 Y 3 2 2 2 0 0 6 4
TEMIR 5 S «0N32 13 25 Y 2 0 2 0 0 0 9 3
TEML8 5 5 0002 13 26 Y 5 4 0 0 1 0 6 4
TEMIH 5 ] «00102 14 27 Y ? 4 0 0 n 1 3 9
TEHI1AR 5 S $ 0002 14 29 Y 5 5 0 3 ] 0 5 )
TFM1A 5 S «0002 15 29 Y 7 3 0 ] 2 2 7 3
TEM18 5 S «0002 1% 30 Y 8 5 0 0 1 1 8 5
TEM18 5 S 0002 16 31 Y 6 4 2 3 n 0 6 6
TEM1R 5 S «0002 16 32 N 0 ] 0 0 0 0 0 n
TEM]R 5 5 «N092 17 33 Y 7 4 3 3 1 1 ] 6
TEMYS L S 0002 17 34 Y 4 7 2 4 n 0 7 8
TE41R 5 S «0N02 18 35 Y 5 3 2 0 n 1 7 4
TEM1IR 5 S «0002 18 36 Y 6 5 0 1 ¥y 4 5
TEMIB 5 S «2002 19 a7 Y 4 6 1 1 0 0 5 7
TEM18 5 5 «0002 19 38 Y 4 8 0 1 2 4 4 8
TE418 S S «0002 20 39 Y S 3 1 0 o 1 5 7
TEM1A 5 S 002 20 40 Y 5 1o 1 2 0 n 5 10
CNTRL18 5 M N.00090 1 1 Y 5 7 0 0 n ] 7. 7
CNTRL1R 5 “ 00000 1 2 Y 1 4 ] 0 1 o 11 4
CNTRL1B 5 M 02000 2 3 Y 5 6 ()] 0 0 6 5 6
CNTRL18 5 M 3.0000 2 S Y 1 2 0o 0 0 2 1 13
CNTRL1SB S M 00,0000 3 5 Y 5 6 0 1 n ] 5 6
CNTRL18 5 M N.40000 3 6 Y 7 3 0 0 0 0 8 3
CNTRL1S s M 0.0000 4 7 Y 6 6 0 1 1 n 6 7
CNTRL18 5 M 0.0000 4 8 Y 2 7 0 0 () 1 2 10
CNTRLIS 5 M 0.0000 5 9 Y 8 2 0 1 0 0 8 4
CNTRL18 5 M 0.0000 5 10 Y S 8 0 1 ) 1 5 8
CNTRL1A 5 M 0.0000 ) 11 Y 4 6 0 ] 0 0 5 6
CNTRL18 5 M 0.0000 6 12 Y 2 6 0 2 0 () 3 9
CNTRL18 5 v D.0000 7 13 Y (3 5 ) 0 0 0 6 5
CNTRLISB 5 M 040000 7 14 Y 8 3 0 0 1 n 9 3
CNTRLIB 5 M 0.0000 8 15 Y 4 1o 0 ] 0 0 4 10
CHNTRL1S8 5 M 0.0000 8 16 Y ) 7 0 0 0 0 5 7
CNTRL18 S M 0.0000 9 <17 Y 3 7 0 0 0 0 3 7
CNTRL18 S M 0.0000 9 18 Y 4 5 0 c ] n 4 7
CNTRL18 5 M 00000 19 19 Y 9 5 0 ] 1 0 9 5
CNTRLIA 5 g N.0000 10 20 Y 3 6 ] 0 0 1 5 6



DOMINANT LETHAL GENE STuUHY OF COMPOUND 71-18 ROPYLENE GLYCOL ALGINATE PAGE .36
' EARLY  LATE  CnanppnRa

TEST . MaLE FEMALE IMOLANTS DEATHS DFATKS LUTER
MATFRIAL WFEFK S/M  )ISE NO. NO e PREG L R L ] L R L R
T1-14 5 M .0300 11 21 Y 1 9 ) 1 n n 1 9
T1-13 5 M 0300 11 22 Y 0 3 0 ] 0 0 5 9
71-14 5 M 0300 12 23 Y 7 5 0 0 0 0 7 6
T1-13 5 M 0300 12 24 Y 5 5 1 0 0 0 6 7
71-1R S M «N30c0 13 25 Y 4 10 0 0 0 0 4 10
71-118 5 ™ .0300 13 26 ¥ 5 8 0 0 0 0 6 9
71-143 5 M <0320 1l¢ 27 Y 7 4 0 0 0 n 7 4
71=-18 5 M «0300 14 28 Y 6 9 0 1 0 0 6 9
7r=-153 5 M «0300 15 .29 Y 8 4 0 0 0 n 8 4
71=-149 5 ™ 0300 15 30 Y 6 6 0 0 0 0 6 6
71-13 5 o »0300 16 31 Y 5 7 0 0 ! 0 6 8
71-18 5 M <0300 16 32 Y 7 3 0 8 ) [} 7 9
71-18 5 M «0300 17 33 Y 5 2 0 1 1 1 11 9
T1-18 5 M 0306 17 3¢ Y 9 8 0 0 0 0 9 A
71-13 5 M «0330 18 35 Y 7 6 .0 0 0 ) 7 6
71-18 5 M N300 18 36 Y 6 ) 1 1 0 n 6 6
T1-18 5 ™ 0300 19 37 Y 7 7 0 2 0 0 7 7
71-18 5 M +0300 19 39 Y 7 9 0 0 0 s 7 9
71-18 5 ™ .0300 20 39 N 0 0 0 ¢ 0 0 0 0
Ti-1A 5 M «0300 20 40 Y 6 8 0 ] 0 0 6 9
T1-18 5 M 2.5900 21 41 Y 7 5 0 ] n n 7 -5
71-13 5 4 2.5000 21 42 ¥ 4 6 0 0 0 0 ¢ 7
71~18 5 M 2.5000 22 43 Y 5 9 0 2 2 1 6 9
71=18 5 M 2.5000 22 46 Y 8 3 0 ] 0 n 8 3
71~18 5 “ 245000 23 45 Y 5 9 0 0 0 ) 5 9
71-18 5 M 2.5000 23 46 Y 7 3 0 0 0 0 7 6
71-18 5 M 2.5000 26 47 Y 3 4 1 2 0 0 4 8
T1=18 5 M 2.5000 24 48 Y 0 1 0 0 0 0 4 10
. 71-18 3 ™ 2.5000 25 49 Y 6 6 0 0 0 1 6 .7
T1~13 5 M 2.5000 25 59 Y 5 1 2 1 0 0 8 5
71-18 s M 2.5000 26 S1 Y 4 7 1 n 0 ) 6 7
T1-18 5 ) 2.5000 .26 52 Y 9 5 1 0 0 0 9 5
Ti=18 5 M 245000 27 53 Y 5 9 0 1 0 n 5 9
71~-18 5 M 25000 27 54 Y 6 ] 2 2 0 0 6 8
71-18 5 “ 2.5000 28 55 Y 5 11 0 0 0 0 S 11
T1=1R 5 9 2.5000 28 56 Y 8 3 1 0 0 0 8 9
71-1R 5 M 245000 29 57 Y 5 4 0 0 0 0 :] 9
T1=-18 5 M 2.5000 29 58 Y 2 1 0 0 0 0 6 6
T1-18 5 M 2.5000 30 59 Y 5 7 0 0 0 0 5 14
71-18 5 M 2.5000 30 60 Y 7 7 0 ] 0 0 9 9

N
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CUMINANT LETHAL .GENE 5TUDY OF COMPQUND 71-18 PROPYLENE GLYCOL ALGINATE PAGE 25
EARLY LATE CoRPORA

TEST _ MALE FEMALE IMPLANTS OFATHS DEATHS LUTEA
M&ATERIAL WEEK S/7M  DOSE NO NO. PREG. L R L R L R L R
7T1~18 S A 5.0000 31 61 Y 1 10 0 2 0 0 1 10
71«18 L) M 5.0000 31 62 Y T 6 1 0 0 0 7 8
71=-18 5 Ad 50000 32 63 Y 5 4 0 1 0 0 ) 5
71=-18 ) M 5.0000 32 64 Y 3 10 0 0 0 0 3 11
71~18 S M S+0000 33 65 Y 6 ‘5 0 0 1 0 6 6
T1=-18 5 M 5.,0000 33 66 Y 6 7 [¢] 0 0 1 6 2]
T1-193 5 “ 5.0000 34 &7 Y & 7 ] 0 ) 2 7 7
T1=1# 9 “ S5.0000 34 68 Y a 4 0 0 0 1 8 4
71-18 5 M 5.0000 35 69 Y 2 0 0 0 0 0 5 El
71-18 5 4 50000 3% 70 Y 6 7 o] M n 0 6 T
T7i-18 S i 540000 36 T1 Y 7T 5 0 0 0 4} 7 5
71=18 5 M 5.0000 36 72 - Y S 9 [} 0 1 3 5 9
71-18 P e 5.00%0 37 73 Y 4 10 ¢ 0 0 1 4 10
11-18 5 A 5.0000 37 T4 Y 7 % 0 0 o] 0 8 a
7i-1R 5 “ S.0000 38 75 Y 7 7 0 1 0 n 7 7
ri=-18 5 M S.N390 38 76 Y 7 3 0 0 1] 4] 9 3
71-18 5 M S5.0000 39 77 Y 4 7 0 0 0 0 4 7
71~-18 S M 5.0N00 39 78 Y 9 [ 0 0 0 0 10 [
J1~18 S M 5+0000 &0 793 Y 7 S 0 0 n 1 B 5
71=18 5 “ 5.0000 40 RO Y 7 6 0 0 0 0 7 6

~



’ ngq,yﬂgy LETHAL GENE STUDY OF AOMPOUND 71-18 PRASPYLENE GLYCOL ALGINATE PAGE 295
FARLY  (&TE  COFPOWA

TEST T OMALE  FEIMALE IMPLANTS DEATHS DFATHS LUTEA
MATERIAL WwEFRX 5/M  NOSE NO, NO, PREG. L R L [ L &) L 2}
CNTHL1R S S D.0970 1 1 Y & 3 o 6 o0 o0 T 5
CHTALIR 6 S 0,0000 1 2 Y 3 9 0 1 0 0 3 19
CNTRLIAR IS 5 N.0N00 ? 3 Y 4 11 0 1 0 1 4 11
CHTALIH 6 S eNN0O 2 4 Y 1 2 1 ¢ n 1 6 7
CNTHLYA 5 s 160000 2 5 Y 5 8 ] 0 0 0 7 8
CNTHRLIR 5 S 0,0000 3 >} Y 5 4 0 0 a2 n 5 &
CNTHLIR 5 S da0000 4 7 Y 5 3 0 0 ) 0 5 Q
CNTRLLA A S n.9030 4 q Y b4 5 ] 0 0 n 7 5
CNIRLIA ) S Moy 00 5 9 Y 5 10 0 1 n 0 7 1o
CNTWLIH 6 S 343000 5 10 Y 7 o 0 0 1 1 7 5
CNTRLIR 6 S Na0070 I3 11 Y 6 6 3 ] 1 1 6 6
CNTR{ IR 6 S N.0000 6 12 Y 4 A i} 1 n ? 4 8
CMTRLUYA 4 S Ne0NUD 7 13 A 3 9 0 0 0 o} 3
CNTRL1A 6 S Na0000 7 14 Y 5 8 0 0 0 0 5 9
CNTRL1A % ) ".0000 8 15 Y 8 & ‘0 0 0 n 8 6
CNTRL18 6 3 Ne00N0 8 1% Y 5 8 0 0 1 2 6 8
CNTRL1A 5 5 Ne00CO 9 17 Y 6 6 0 0 0 n ) /
CNTRLIB & S 00000 9 18 Y 7 5 0 0 0 n 7 5
CNTRL18 ) S Ne0000 10 13 Y 6 & 1 ¢ 0 n 6 6
CNTRL1B & S 0.0000 10 20 Y 9 4 0 1 n 0 -9 4
7T1-18 A S 2300 21 61 Y 7 5 0 0 n 1 ] 5
Ti=18 6 S «0300 21 42 Y 7 6 1 n ] 0 Y A
71-18 6 S 0300 22 43 N 0 0 9 o 0 0 0 0
71=18 6 S <0300 22 44 Y 4 7 1 n n 1 4 7
Ti=18 6 S «0300 23 45 Y 3 14 0 0 1 0 4 7
71-18 6 S «0300 23 46 Y 6 8 2 0 0 0 6 8
7i1-18 6 S «0300 24 7 Y 6 7 1 0 0. n 6 ]
Ti=14 6 S «nN300 24 48 Y 3 9 1 0 0 ] 3 10
71-18 6 S «2300 25 49 Y 5 4 0 ] 0 ) 5 %
71-18 6 S «0300 25 50 Y 6 6 ] 0 0 0 7 7
71-18 6 S «0300 26 Sl Y 1 7 0 0 0 0 11 7
71-13 6 S «N300 2% 52 Y 3 1o ) 3 0 0 4 10
71-13 6 S «0300 27 53 Y ‘ 8 ) 0 0 0 5 2
T1-18 6 S +0300 27 564 Y 9 5 0 ] 4 2 5 5
T1-13 b S +0300 28 55 Y 8 6 0 0 3 3 9 6
71-18 6 3 «03%0 28 56 Y 8 'y 0 1 ? n 9 4
71-18 6 S «0300 29 S7 Y 8 3 0 n 1 0 9 3
71-18 T A S «0300 29 58 Y 1 3 0 1 0 0 4 9
71=-18 6 S «2390 30 59 Y 8 6 2 2 1 1 8 3
7T1-18 % S 0390 30 60 Y ) 6 0 1 0 0 & 10



DOMINANT (LFTHAL GENF STUDY OF COMPOIND 71-1R

TEST
MATERIAL

71-17
T1-18
71-18
71-18
r1-18
T1-18
Ti-14
71-18
1V-18
71-18
71-13
T1-18
71-:8
71-18
Tv=§8
Ti=18
T1=-18
71-18
71-18
71-18

71=-18
71-18
71-18
71-18
71-18
71=18
71-13
71=-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71=-18
71-18
71-18

PIrRIPPIPCPIRCERIIPIIIITPODI O PRI ITOCITRPITCIORITIIDION

&
m
m
Y

DANADN NNV ADADBWDLODNEANDLDBLWGL N VDDAV D AW AND AL LD NN WA

NOSKE

25000
245000
23000
275070
2¢56G00
25000
75000
245000
25000
2.5090
245000
245000
25000
245000
25070
245000
2+509)
2'5‘)00
25000
245900

5.0000
50000
50900
50000
5.0000
SenNUO
50000
S.00N0
S5¢0000
5+0000
5.0000
5.0000
5.0000
5.0000
5.0000
5.00%0
S5+0000
S.0000
5.0000
5.0000

MALE
NO,

FEMALE
NOD.o

61
62
63
64
65
66
67
68
63
70
71
72
73
74

€€ C LK€L €L A < <

PREG,

€ €€ €€ €L kA €L € <

IMPL AN

L

WNF NP BRI OWRNARE DI

WWHEIPRNOPINDNENUN L OIRUNM O

—

—

TS
R

OCOPNVNOWDODXEH&SDD® T

ONONNDCOCVNWERPRPONRTIPR~Nd N FNDOND S

EAR|Y
DEATHS
LR
0 0
0 1
0 o
0 0
0 0
0 0
0 0
4 1]
0 n
2 0
0 0
1 0
0 1
0 0
-2 0
1 1
0 0
3} n
0 0
9 1}
0 0
0 n
0 0
0 0
0 0
1 0
0 0
0 0
0 0
n ]
1 3
0 0
n 0
0 0
0 0
0 1]
1 4]
0 0
0 0
0 0

FROPYLENE GLYCOL

ALGINATE
LATE
DFATHS
L R
n 3
3 4
n 1
0 0
0 0
n 0
0 0
0 0
n 0
0 0
0 0
0 0
n 0
0 0
n .0
n 0
0 n
2 2
0 0
¢ n
n 1
1 1
0 0
0 0
0 0
0 n
] [
n n
0 0
0 2
1 n
1 0
0 n
0 0
0 0
0 n
0 1}
0 0
0 n
0 0

PaGE

COARPORA
LUTEA
L R
& 6
-] 9
7 8
8 4
4 B
6 8
5 8
6 4
3 9
9 3
6 8
10 )
6 10
8 4
4 9
5 7
7 6
4 a
7 3
4 9
2 3
.S 7
7 6
9 7
7 6
5 9
7 T
4 9
7 [-]
9 6
7 8
9 3
6 ]
8 5
S 8
6 7
6 7
4 9
3 )
3 10

-
<



COMIMANT LETHAL GENE STypY OF COMROYND 71-18 ‘ROPYLENFE GLYCOL ALGINATE PAGE 28

EARLY LATE LoRPoRra
TFST . MALE FEMALE IMPLANTS DEATHS NFATHS LuTE A
MATERIAL & S/M  DDSE NO . NO, PREG, L R L P L R L B

m
m
A

TEM1AR 6 S .0002 11 21 Y 7 6 0 ¢ 0 n M4 7
TEMIR [ S e0N02 11 22 Y 4 B 0 1 0 0 6 &
TEV18R 6 S 0002 12 23 Y 6 6 0 1 n 1 8 &
TEM1R 5 S »0002 12 26 Y 7 7 o 0 1 n 8 7
TE*14 6 S «nngce 13 25 \4 6 5 0 2 1 n [ 7
TEMYS 6 S 0002 i3 26 Y 3 7 0 0 0 0 3 7
TEMIA 3 S «0002 16 27 Y 5 5 0 i 0 n ) 5
TEM8 s S 20002 164 28 Y 6 9 4 3 n n 7 9
TEMLE “ S 20002 15 23 Y 6 4 0 0 1 0 & 4
TEM1R 6 S 20002 15 30 Y A 3 0 0 1 0 10 3
TE418 A S 0002 16 31 Y 7 4 F 2 n 0 9 4
TEM1H 6 S <0002 16 32 Y 3 5 i i s ) 6 5
TEMLIR 6 3 0002 17 33 A 8 5 3 1 2 1 8 5
TEM1IB [ S 0002 17 36 Y 3 1o 0 1 1 1 3 1
TEMIH 6 S «0002 18 35 Y 4 4 i 0 0 0 5 7
TEMIB 6 S «0002 18 36 Y 6 6 1 2 n n 7 8
TEMI8 [ S 0002 19 37 Y ] 7 0 0 n i] 5 7
TEMIR [ 3 002 19 38 Y 4 7 0 2 n n 5 7
TEMLA 6 S «N0B2 20 39 Y 7 3 0 1 n n 7 5
TEMIA 6 S «N0N2 20 40 \ 7 4 0 1 0 n 7 4
CNTRL18 s M N.n000 1 1 Y 6 5 0 0 0 0 7 -5
CNTRLYIB 6 M 0eN000 1 2 \] 3 9 0 1 n 0 3 10
CNTRL1R ) M 0.0000 2 3 Y 4 11 8 1 n } 4 1
CNTRL1IS8 6 M 140000 2 4 Y 1 2 1 0 0 1 6 7
CNTRLIR 3] ™ N«N000 3 5 Y 5 8 0 0 n 0 7 a
CNTRL1A 6 M n,0000 3 ) Y 5 6 ¢ N0 2 n 6 6
CNTRL1B 6 M 0.0000 4 7 Y 5 3 0 0 ] n 5 9
CNTRL1R 6. M 1«0900 4 8 Y 7 5 0 0 0 o0 7 5
CNTRLIR & M 0.0000 5 9 Y 6 1n 0 1 n 0 7 10
CMTRL1B 6 v 00000 5 10 Y 7 4 0 n 1 1 7 5
CNTRL18 6 M N.0000 6 11 Y 6 6 0 n 3 1 6 6
CNTRLLB 6 ™ 0.0000 6 12 Y 4 8 0 1 n 2 4 8
CNTRL 18 [} v 0s0000 7 13 Y 3 9 0 0 0 0 3 10
CNTHL1B 6 v 0.0000 7 164 Y 5 o] 9 0 0 n 6 9
CNTRLIA 6 M N.0000 R 15 Y 8 6 0 0 0 0 8 6
CNTRL1B 6 M Ne0N00 8 16 Y 6 8 0 0 1 2 6 8
CNTRL18 6 M 0.0000 9 17 Y 6 6 0 0 0 n 6 7
CNTRL1LR 6 M 00000 9 18 Y 7 5 0 0 0 0 4 5
CHTRL1R 6 M 00000 10 19 Y 6 6 1 0 0 0 6 6
cNTRLLS b M N.0000 10 20 Y 9 4 0 1 0 n 9 4



TROMINANTY LETHAL SENE STUDY OF COMPOUND 71=18

TEST
MATERIAL

T1-18
71-18
Tr=-18
71-18
71-18
71=~1R
71-18
=18
T1-18
7T1-18
71-18
7T1=-18
71-18
71~1A4
T1=18
71~-18
7T1=-114
71=-18
71-18
f1-18

71-18
71-18
71-18
7i-18
T1=1AR
71=1R
Ti-18
71-18
71-18
71=-18
71-18
71-18
71-18
71=-18
7T1-18
71-18
T1-18
71-18
71=-1A8
71-1A

WEEK

PPrRPOCITOFOOCPRERIIICTIDI DI PRFPIPCITPOTRIICOIITITTOIR

S/M

M
M
v
"
M
M

T XL XL

G i A B 4

FXIIIIXTXIXILXIZTTEXXTXLZLITX

©MALE
NO.

NOSE

«0300
«0300
«9300
«0300
« 0300
«0300
<0300
«0300
«0300
0300
<0390
¢ 0300
«N300
«93020
« 0300
« 0390
«0300
« 0300

2.3000
245900
245000
245000
245000
245000
245100
245000
245000
245000
25000
2.5000
2.5000
2.5100
245000
245900
245000
245000
2.5000
2.5000

11
11
12
i2
13
13
14
la
15
15
16
16
17
17
18
18
19
19
2n
20

21

21
22

FEMALE

NO.

21

22
23
24
25
26
er
28
29
30
31

32
33
34
35
36
37
38
39
49

1
42
43
'
45
45
47
48
49
50
51
Se
53
54
55
56
57
58
59
60

" PREG.

€ L€ LC €< €€ € € <<€ € <

CL LA CCCCLCL < € <<

PROFYLENE GLYCOL ALGINATE
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NNV NS PPN NOOT SN O~NSIW PORTOWIN=FP WP IDDODNIW
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m@qombﬂmmmuoomﬂmmmow NP ODDENNIT DONS NNPC WO D

EARLY
DEATHS

L

DOV OON OGO D ~IOND O

COrHOFROIOMDEOFMADOOO MO O

R

C OO0 O OO OO OO O QOO OQFO™ NOCODIODOD - OO OO

LATE
DFATHS
L R
0 0
d 0
1 0
0 0
0 0
1 1
0 0
0 0
0 n
0 0
0 4]
] n
9 0
n [3)
n -1
0 0
n 0
0 n
0 n
0 n
0 0
0 n
1 2
0 0
n 0
0 0
o n
0 0
n 0
0 0
0 1
0 0
0 1
0 0
0 0
0 n
0 1
0 1
0 0
0 0

PAGE

CORPORRA
LUTEA
L R
S 8
) 6
13 8
5 q
3 b
8 7
7 9
7 4
[-) 5
6 A
4 9
4 &
11 6
S T
8 [
3 8
10 2]
6 8
8 8
.6 7
6 7
-6 s
4 8
8 6
9 5
S 9
6 9
6 9
6 7
9 3
7 5
5 7
6 S
4 7
8 5
5 8
5 6
14 7
5 8
7 5

[y

<



DOMTANT (ETHAL GENE STUDY OF COYPOUND Tl-18 BROPYLENE GLYCOL ALGINATE PAGE 30
EARLY  LATE  CQRPOAA

TEST MaLE FEMALE IMPLANTS DEATHS DEATHS  LUTEX
MATERIAL™ WwEEX S/M  DUSE NU o NO, PREG., L R L R L R L

71-18 6 M 35,0000 3% 61 Y 7T 3 o 0 o0 o T 3
71-18 6 M 540000 31 62 Y 7 s 0 o 0 ) T 5
71-18 6 M 5,0900 32 63 Y 5 7 0 0 o 0 5 7
71-14 6 M 5.,0000 32 66 Y 37 0 1 o0 & 8
T1=18 6 45,0000 33 &5 Y 5 A 0 9 o 1 6 9
71-18 6 M 5.0000 33 66 Y - n: 1 0 0 0o o . 7
T1-18 6 M 5,0000 34 67 Y 6 4 1 0 0o 0 6 5
71-18 6 M 85,0000 34 63 Y T 5 | 0 1 n T 5
7118 6 M 5,n020 35 63 Y 1 3 0 0 0 0 & 5
T1=-14 6 M 5,00%0 35 .70 Y 76 1 1 n 0 76
71-18 6 M 5.,030D 35 71 Y 5 6 0 1 n 1 & 6
71-18 6 M 5,0000 3o 72 Y s 5 1 6 0 1 5 6
71-1R 6 45,0000 37 73 Y 8 4 o o 2 2 8 ¢
7T1-19 6 M 5,0000 37 74 Y ¢ 0 2 0 1 a 11 5
71-18 & M 85,0000 38 75 Y 8 5 6 0 o o 9 5
71-13 5 M 5.0000 38 76 Y 5 6 0 0 1 f 5 7
T1-18 6 M 5.0000 39 77 Y 4 0 N I 4 8
71-18 6 M 5.0000 39 79 Y 7 4 6 0 1 1 T 6
71-18 - M 55,0000 40 79 Y 7 5 0 0 0 0 7T 5
7i-18 6 M 5,0000 40 RO Y & 5 6 o6 o0 o 6 6



DOMINANT LETHA; SENE STyNY OF COMPOUND 71-18

TEST

MATERTAL .

TNTRL1S
CNTRL 1R
CNTRL1SB
CNTR18
CNTRLIR
CNTRLIB
CNTRL1S8
CNTRL18
CNTRL1IR
CNTRL18
CNTRLYIB
CNTRL 1R
CNTRL1B
CNTRL1AR
CHTRI18
CNTRL1B
CNTRLYS
CNTRL1R
CMNTRL18
CMNTRL1A8

T1-18
7y=-143
71-18
71-18
71-18
T1=18"
71-18
71-18
71-18
71-18
T1=18
71-18
7i=-18
71-18
7T1-18
71-18
71-18
71~18
71-18
71-18
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0.0000
0,0000
2.0020
0,0000
D.0000
00000
Ne0000
0.,0000
Na0000
00000
Q0000
0e0n00
2.0000
00000
040000
0.0000
0.0000
00000
0.0000

»0300
«0300
« 0300
«0300
«0300
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« 0300
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«0300
«0300
0300
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0o o
11
g 9
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o 0
o 0
o 0
o 0
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0o 0
1 1
2 0
i 0
¢ 0
0o 0
1 1
o 0
o 0
0 1
0o 0
0 0
0 0
p 0
0 1
0 0
o 0
o 0
g 0
1 1
2 0
o 0
o 0
0 o0
0 0
0 0
0 0
2 0
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[ 3
8 6
H 7
4 9
3 )
6 5
3 11
7 &
[ 8
G 4
3 10
4 7
8 h
4 '8
8 5
5 9
7 -]
8 7
3 9
& 8
4 8
T 7
2 10
6 6
9 3
6 8
7 4
3 11
6 6
2 8
7 6
6 5
3 8
3 10
& 11
11 &
6 6
9 [
5 7T



NOMINANT LETHAL GENE STUDY OF COMPOUND 7118

TEST
MATERTAL *

T1-1R
71=-18
T1-13
71-18
Ti-18
71-18
71-18
71-18
T1=-18
T-18
71-18
71~-18
71«18
71-18
71-18
71-18
71-18
71-18
71-18
71-18

71-18
71-18
71-18
71-18
71-18,
71-18
71-18.
71~18
T1-18
71-18
71-18
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71-18
T1-18
71-12
71-18
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71-18
71-18
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25000
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25000
2.5000
2+5000
2+50300
25000
2.5000
2,5000
245000
25000
2.5000
2.5000
25000
2e5000
245600
245000
£¢5900

5.,0000
S.0000
S.0000
5.0000
5.0000
5.0000
5.0000
5.0000
S.0000
5.0000
5.0000
5.0000

5.0000 -
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AMINANT LETHAL GENE STUDY OF COMPOUND T71-18

TEST
MATERIAL WE

TFM18
TEM1A
TEmia
TFM1A
TEMIS
TEMIH
TEMIB
TEMIR
TEVM1R
TEMLIR
TEMIR
TEM18
TEM18
TEM18
TEMIB
TEMIB
TEMIR
TE~IS
TEM1R
TEM18

CNTRL1S
CNTRL1A
‘CNTRL.18
CNTRL1A
CNTRL18
CNTRL1B
CNTRL1AR
CNTRL18
CNTRL1IA
CNTRL18
CNTRL1B
CNTRLIA
CNTRL1B
CNTRL1B
CNTRL1SB
CNTRL18
CNTRL18
CNTRL18
CNTRL1B
CNTRL1A

NNNANNNSNNN NN NSNSNNN NSNS~ M

x

NN NN NN NN NN N N N NN NN

S/M.

TFTXTIIXTXTZXTIFITZXTXTXTIELEXTXTxX X

MUV AANDDNANNNNNL WK

DOSE

0002
.0002
« 0002
0002
«n002
«00G2
0002
5002
«0002
$ 0002
20002
0002
«0002
£ 0002
0002
«0u02
«0N02
«0002

0.0000
00600
0.00092
006000
00000
0.0000
Ce00U0
N«0000
0.0000
00000
0.0000
0.0000
0.0000
0«0000
N«0000
0.0000
0.0000
00000
N+0000
0.0000

MALE
NO.

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
13
29
20

—

ODOCIDIN~NOITUNSFIWWNN -

FEMALE

NO.

21
22
23
24
25
26
27
28
29

-30

3
3z
33
3¢
35
36
37
38

39 .

450

PNV S W~

B0 Pt bt bt ped Pt funt P b Pt b
SOPNOCOWN £ WN»™O

PREG.
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LATE
DFATHS
L R
0 0
n 6
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0 n
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7 S
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O DI N~ ODIOODID IO D

SAGE 33

CorPGRA
LUTEA
W R
7 4
4 &
3 10
9 3
] 5.
5 8
9 [
8 6
4 8
4 7
5 .7
3 s
7 5
4 7
7 8
5 7
k4 6
6 6
q 5
2 10
7 7
3 9
] 6
4 7
4 9
8 5
) -1
3 11
7 6

B - 8
9 4
3 10
4 7
8 7
4 8
8 5
S 9
7 5
8 7
3 8



DOMINGNT LETHAL GENE STJDY OF COMPOUND T71-18

TESTY
MATEQTRAL

7T1-18
71-18
71-18
T1=-18
71~18
T1=18
71=1R
71=-18
71-18
ri-ia
71-18
71-118
71~-1AR
71~-18
71-18
71=-18
71=1R
71-18
71-18
71~-14

7T1-18
71-18
71~18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18

WEFX

NN~N~NNdNN~NANNNN S NN NN N NN N NN NN NN NN NN N NN~

S/M

X TIXTIFILTXIZTITTXxZXLXTZTxTX X

T XL

TIXITXIZTXZITTITIXITEXTXTXTXXTZTE X

DOSE

«0300
«0300
«0390
«0300
«0300
«0300
«0300
«0300
« 0300
« 0300
« 0300
«27300
«3300
«N300
« 0300
«0N300
« 0300
« 0300
«0300
«0300

245900
2+5000
245000
2+5000
2459000
2.5000
2.5000
2+5000
2+5000
245000
245000
25900
2.5000
2.5000
2.5000
2.5000
2.5000
2+5900
2.5000
2.5000

MALE
NO,

FEMALE
NO.

21
22
23
26
25
26
27
28
29
30
31
3e
33
34
35
36
37
38
39
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42
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51
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1] 0
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0 1
1 0
0 0

LLATE
DEATHS
L R
0 0
0 0
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n 1
0 0
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0 o}
0 0
1 n
0 0
0 0
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0 0
0 0
n oo
0 n
0 n
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1 4]
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1 0
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1 0
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DOMINANT LETHAL SENE STUDY OF COWPOUND T71-18

TEST
MATERTIAL

71-18
71-18
71-14
71-18
71-18
71~18
71-18
71-18
7T1=-14
71-18
71-18
71-18
T1=-18
71-18
71-18
71-18
71=-18
71-18
71-18
71-18

3
-
m
X

NN NN NN NN NN NN NN N NN NN N

S/M

£

LTI LLXTIIXTITIXTTLT I T ZTZTXX

DOSE

50000
5.0000
S.0000
5.0000
5.0000
50090
S.0000
S«.0000
5.0000
5.0000
5.0000
5.0000
5.0000
50000
5.9000
5.0000
5.01C0
50000
50000
5.0000

MALE

NUO

31
31
32
32
33
33
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34
35
3s
36
36
37
37
IR
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39
19
40
40

FEMALE

NO.
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62
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6o
65
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67
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PREG.
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R L R
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L R
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CHRPMRA
LWUTES
L R
5 9
3 7
5 8
0 0
7T 10
6 7
1 10
6 S
2 11
6 8
] 8
0 0
9 5
6 6
5 %
5 8
8 4
T 4
7 7
3 9

1



" pOMINANT LFTHAL GENE STUDY OF COMPOUND 71-18

TEST
MATFRIAL

CNT=L)8
CNTRL18
CHTRL1B
CHTRLIA
CNTRL 1R
CNTRIL1H
CHNTRL18
CHTRL IR
CNTRL1A
CNTRL18
CNTHRLIAR
CNTRU1B
CNTRL1B
ONTRL1S
CNTRL 1R
CNTRLYS
CNTRLIA
CNTRL 1R
CNTRL18
CNTRLIB

Ti=18
71-18
71-18
T1-18
71-18
71-18
71-18
71-18
71-143
71-18
71-18
71-18
71=18
71-14
71-18
71-1A8
71-1R
71-18
71-18
71~18

=
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00000
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N.0000
00000
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V0000
00000
0-09200
N,0000
7.0040
0.,0000
N«0000
0.0000
0eG0UO
0.0700

«0300
«0300
« 0300
«03C0
+0300
«0300
« 01300
«030¢C
« 05300
«0300
"«0300
«0300
20300
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«0300
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«0300
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NOMIRANT LETHAL GENE STUDY OF COMPOUND T1-18

TEST
MATERTAL

71-18
71-18
7118
71-18
71-18
71-18
“71-18
71-18
71-1R
71-18
71-18
71-18
71-18
71-18
71-18
71-18
71-18
T1-18
71-18
71-18

71-18
71~-18
71-18
T1-1%8
71-18
71-18
Ti-18
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71~18
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71-18
71-18
7T1-18
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DOMINANT LETHAL GEMNE STUDY OF COMPOUND T1-18

TFEST
MATFRIAL

TEMIH
TEMIA
TEMLH
TEMIR
TEM18
TEMIR
CTEMYB
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DOMINANT LETHAL GENE STUDY OF COMPOUND T71-18

WEEK  VEMICLE CONTROL

N N FERT,
PRG MTD  INDEX CMISQ

1 19 20 .95 0.00
2 20 20 1.00 9,00
3 20 20 1.00 0«00
4 20 20 1.00 0,00
5 20 20 1.00 0400

6 20 20 1.00 0,00

3 20 20 1.00 0.00
L) 20 2¢ 1.00 0,00

5 20 20 1.00 0.900

T b A ok e e ¢ o e =

PROPYLENE GLYCOL ALGINATE

PAGE 39

CHI=SQUARE TEST OF THE FERTILITY INDEX () DEGREE OF FREEDOM)

- v P = - -

71~18
N N
PRG MTD
t6 29
20 290
19 20
20 20
1% 29
19 20
20 20
19 20
18 20
18 .20
18 20
20 20
19 20
20 20
16 20

«03 G/KG
FERT,
INDEX CHISQ
«80 91
1,00 0,00
295 0400
1,00 0,00
«95 000
95 0.00
1460 0.00‘
+95 0,00

30
.90
.90

1,00
+95

1,00

«80

71~-18

L L L T L L P T Y]

N

N

PRG MTD

245 G/KG
FERT,
INDEX CHISQ

SINGLE TREATMENT

19
19
i7
20
20
20
20
18

20
20
20
20
20
20

20

+95

.90

MULTIPLE TREATMENT

000

19
19
20
20
20
20
17

20

.95
.95
1.00
1,00
1400
1.00

+85

0.00
0.00
0,00
000
0,00

1.4

- " TS " o - -

71~18
N N
PRG MTD
17 20
20 2¢
Zp 20
18 20
19 20
20 20
20 20.
19 20
11 20
19 20
18 20
17 20
20 20
20 20
18 20

5,0 G/KG
FERT,
INDEX CHiSR
«F5 + 28
1,00 0,00
1.00 0400
.90 »33
95 0,00
1,60 9,00
1,80 0.00
295 0.00
.55 6453
.95 0,00
50 «53
.85 1,64
1.00 0.00
1,00 0,00
«50 «53

- - - AP .-

TEM .
N N
PRG %72
19 20
18 22
20 20
18 20
19 20
2p 29
20 20
20 20

o2 UG/KG

FERT.

INDEX CHTSQ
+35 053
W95 0,00

1400 3.00
«30 «53
«95 0400

1.20 é.oe

.00 .00

0,00



DbMINhNY.LFTﬁAL GENE STUDY OF COMPOUND 71=118 PROCYLENE GLYCOL ALGINATE paGE hD.

AOMITAGE TEST FGR A | INEAR -TREND IN PROPORTIONS FQR THE FERTILITY INDEX

(1 DEGREE NF FREENOM) 3ASED ON THE DOSE LEVELS
.03 G/RG 2.5 OH/KG S.0 G/XG
N N N ] N N CHISQ CHISQ ARMTG
WEEK PRG MTD PRG ATD PRG MTD (C~1! (1} CHISQ

- - -—mn e -m- we- -—— o EX Y T4 - - - -

SINGLE TREATMENT

1 16 20 19 20 17 20 2.02 .21 1.81
2 20 20 19 20 20 20 2.03 .00 2.03
3 19 29 17 20 20 20 3.75 W41 3.34
4 20 20 20 29 18 20 4.16 3,12 1,02
5 19 2n. 20 20 19 20  1.03 .00 1.03
6 19 20 - 20 20 20 20 2.03 1,52 .51
7 20 20 20 20 20 20 0.00 0,00 0.00

8 19 20 18 20 19 20 54 «00 e 54

MULTIPLE TREATMENT

1 18 20 19 20 11 20 11.B7 T.70  4.18
2 18 20 19 20 19 29 -1 040 W1a
3 18 20 .20 20 18 20 2.1¢ .00  2.16
4 20 20 2n 20 17 20 6,32 &,76 1,56
5 19 29 20 20 20 20 2.03 1,52 +51
6 20 20 20 29 27 20 0,00 0,00 0,00

7 16 20 17 2n 18 20 .78 78 «00



DCMINANT LETHAL GENE STUNY OF COMPOUND 71-18 PROZ 'LENE GLYCOL ALGINATE PesE 41

AQMITASBFE TEST FOR A LINEAR TREND [N PROPORTIONS FOR THE FERTILITY INDEX

{1 NEGREE OF FREEDOM) BASED ON THE LOGARITHMS OF THE DOSE LEVELS
N3 B/XG 245 G/KG S.0 G/X6
N N N N N N CHISO CHISQ ARMTG
WEEK “PRG MTN PRG MTD PRG MTD (C~-1) (1) CHISG

- - - om. Sm- m-- wew - - - -

SINGLE TREATMENT

1 16 20 19 20 17 20 2.02 «90  1l.l2
2 20 2v 19 20 20 26 2,03 031 1,73
3 19 20 17 20 20 20 3.75 02 3,73
4 20 29 20 20 18 20 4,14 1,51 2,63
5 19 290 20 20 19 20 1.03 - 16 +88
6 19 20 20 20 20 20 2.03 2,00 .03
7 20 20 20 20 20 20 0400 0,00 0.00
8 15 20 18 20 19 29 .54 <08 46

MULTIPLE TREATMENT

1 18 20 19 20 11 20 11.87 3.07 8.80
F3 18 29 19 20 19 20 .56 253 .01
3 18 20 20 20 18 20 2.14 32  1.82
s 20 20 20 20 17 20  6.32 2,31 4,01
5 19 20 20 20 20 20 2.03  2.00 «03
6 20 20 20 20 20 20 0.00 0,00 0.00




DOMINANT LETHAL GENE STUDY OF COMPOUND 71-18 PROPYLENE GLYCOL ALGINATE PAGE 42

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE FERTILITY INDEX

{2 DEGRFES OF FREEDOM) BASED ON THE DOSE LEVELS AND INCLUDING THE CONTROL GROUP
CONTROL +93 G6/KG 2.5 G6/KG 5.0 G/KG
N N N N N N N N CHISQ CHISQ ARMTG
WEEK PRG MTD PG MTD PRG MTD PRG MTD (C=~1) (1) CHISQ

- -m- o cow mwm - cme o wwe - - - - -

SINGLE TREATMENT

i 19 20 16 20 19 20 17 2o 3.38 25 3.13
2 20 20 20 20 19 20 20 20 3,04 ERL 2,90
3 26 29 19 290 17 20 20 2o 6.32 «85 Sea?
4 28 20 20 20 20 20 18 2o 6.15 6,06 09
S 20 20 19 20 20 20 19 2o 2405 56 1,49
) 20 20 19 2n 20 20 20 20 3,04 46 2,58
7 20 20 20 20 20 20 20 20 0,00 0.00 0,00
8 20 20 19 20 13 20 19 20 2,11 .02 2,08

MULTIPLE TREATMENT

1 15 2¢ 18 20 19 20 11 20 16.%4 15,68 o 76
2 20 20 18 20 19 20 19 20 2.11 00 2,1
3 20 20 18 20 20 20 18 206 4,21 1.16  3.05
4 20 29 20 20 20 20 17 2¢  9.35 9,21 W18
5 20 20 19 20 20 20 20 20 3.06 .46 2,58
6 20 29 20 20 20 20 20 20 0,00 0,00 0,00

7 20 29 16 20 17 20 18 20 4.38 «02 4436



DOMINANT LETHAL GENE STuDY OF CCMPOUND {1'18

ettt

WEEX

N

PRG
1 19
2 29
3 2n
4 20
5 20
6 20
7 20
A 20
1 19
2 20
3 20
« 20
5 20
6 20

CONTROL
« STOD
MEAN DEV
12442 1.80
11,00 3,91
10.45 2.58
11.50 2.95
1070 2460
11,80 2.75
11.95 2.R4
11,20 2,21
12442 1480
11.00 3.91
1n.45 2.58
11.50 &,95
16,70 2.60
11.80 2.75
11.95 2.84

N
PRG

16
20

19

19
19
20

19

18
18
18
297
19

20

71-18

ME AN

-

12.87
11,25
1074
10.85
11.74
11,58
11,40

12,42

11444
11.89
13.11
10,45
12.26

11.85

PROPYLENE GLYCOL ALGINAYE

PAGE 43

T-TEST OF THE NUMBER OF IMPLANTATIONS IN PREGNANT FEMALES,

403 G6/K3
STD
DEV DOF T
2.03 33 <700
1,89 38 .258
2.86 37 .329
2.87 38 .707
2,75 37 1.212
3,06 37 .238
2.28 38 676
2.61 37 1.578
1.82 35 1.637
2,03°36 .865
1.57 36 3.783
3,17 38 1,085
3,28 37 1.654
3,65 38 L049
1.09 3¢ L432

16

11.62

71-18

P o L D D P T L L

N
PRG

MEAN

245 G/KG
STD
DEV OF T

ww awee® seeme e

SINGLE TREATMENT

19
19
17
20
20
20
20
18

19
19
20

20

20

20
17

11.26
11,63

11.12

11.00

10.70
12,00
10,75

12,72

1186
11,32
10485
10,20
10.75
11,45
11.26

4,27
2417
1,69
2,36
3.10
2,66
2,02

1,64

241
2.9
2432
3,02
3,92
1,85

125

36
37
35
s
38
1:}
s
36

MULTIPLE TREATMENT

36
37
38
a8
38
38
35

1.089
o620
«911
+592

04000
o238

10540

2,386

838
.285
+515

1.378
<048
473

«961

N
PRG

17
20
20
18
19
20
20

19

11
19

19
17
20
20
18

71-18

ME AN

13.47
12,30
10460
10667
12416
1220
1110
11,42

12455
10.84
1106
12,24
1170

9.90

5.0 G/KG

57D

DEV  DF T
1,91 3% 1,696
3,05 38 1,17
2,58 18 .186
2,30 36 966
2,19 37 1,889
2,63 38 W4T
2,17 38 1,063
4,36 37 .20%
2.21 28 .168
3,50 37 133
2,78 36 6986
1,60 35 919
2.66 38 1,203
3,60 38 1,944
2,20 38 542

11.50

TEM

- " e DR

19
19
20
18
19
20
20
20

MEAN

o2 MG/XB

STD
DEV

-

DF

T

cw emoeccase

36
37
38
2%
37
38
38

as

2,167
24875
2.062
10,510
o650
624
659

b4
o119



DOMINANT LETRAY GENE STunY OF COUPOUND 7]1-18

WwEE x X

1 nnNSE
LOG DOSE

? NOSE
LNG NOSE

3 noSE
LG5 NOSFE

“ I9SE
LGG NOSE

S Dnse
LOG NOSE

& ~INSE
LO5G NOSE

7 nASE
LOG -NOSE

A 1nsE
L6 DLOSE

1 N0SE
LOG NOgK

? anse
LNG DOSE

_3 DnSE
06 NOSE

4 nerst
LNG DOSFKE

5 nNsE
LOG NOSE

5 nsE
LOG DNGE

7 nonseE

LOG nOSE

R

X3aR

52
52

59
59

56
56

S8
5S4
L)
58

39
s9

60
60
56
56

48
48

56
56

56
56

57
S7
|9
5%

60
60

51
L3

2.5k
~.22

2.51
-s32

2.55
N 1A

c.42
-, 33

2.51
=31

2.55
.27

2,51
-.33
2491
- 35

2,15
-,58

2.55
=27

2.51
-, PR

2.38
-.43

2,55
-.27

‘2.51

.33

2.61
-.23

PROPYLENE GLYCOL ALRINATE

PAGE 44

REGQéSSXOV FITS OF THE NUMRFRe yUs OF IuPLANTATIONS DN 1} DASE. AND 2) LOG
{ PREDICTED U a A + Bex )

so X

-

1,92
2430

2408
2.27

2.01
2426

202
2+30

2404
2,27

2405
2423

2405
2.26

U3AR

12,43
12,43

11.73
11,73

10,80
10,90

16,84
10,88

11,52
11,52

11,93
11,92

11,08
11,08

12,18
12,18

11,85
11.85

11,3¢
11,36

11,566
11,64

10,83
10,69

11.55
11,56

11,07
11.07

11,45
11,45

sO v R A
SINGLE TRELTMENT

3,12 J130 12,148
3.12 -, 064 12,667
2,62 W21 11.198
2,62 L1664 11.786
2.62 T =025 10,878
2,42 .009 10,807
2.49 -.025 10,930
2449 -, 009 10.841
2,78 .0As5 11.302
2.7 R 11,507
2.7 .126 11,615
2,74 o1t 11,963
2.16 =060 11,274
2.14 -, 650 11,056
3.10 -.202 12,685
3,10 ., 106 12,142
MULTIPLE TREATMENTS

2,15 .216 11,397
2,15 152 11,943
2,87 .. 210 11.877
2.87 -,178 11.2¢

2465 -.813 12,678
2.48 -.043 11,518
2.83 .347 10,049
2,83 .188 10,915
3,33 -.108 11,835
3.33 -.192 11,507
3.13 -.393 12.083
3,13 =-.277 10,974
1,59 ., 022 11,508
1.59 “,046 11,441

Te

.592
=324

1,84 °

1.191

=188
0067

=.215
-, 062

477
~.212

T02

703
" 437
=, 736
-, 995
=57

1,32h

1.117

~l,108
-1,042

2,63
-3,2M1

1,899
1,134

=.50¢C
-, 396

-2,020
=1,573

~.201
-, 457

oF

26

56
56

57
c7

58
58

54
54

s7
57
&8
58

4“9
49

CONTROL - 6H#0UP EXCLUDED

VA, X

S.8307
9,3769

5,7653
5,8143

5,9747
5.9790

65,3091
6,3139

T.5849
T.6297

T.578%
7.5787

4,499

4,6220 -

3,047
9,.1231

4,5841
4,6136

8,2308%

8,23517

5,4635
5.1445

7.8721
1.5838

11,2234
11,8800

9,3383
3,5867

2,582}
2,6733

tv u

PR TR YT

»2512
2513

2067
2056

«2253
2263

w2206
2317

«2391
.2395S

«2307
+2307

1548
«1989

e 2545
2580

$ 1802
.1812

« 2530
2533

«2008
«1963

2542
v 2596

2898
«288¢

2751
,2738

a1403
«1601

J04R3
L0387

W5233
L0190

.« 0248
20204

s 0269
«0210

#0323
0258

$ 6318
D256

6188
«01%0

0409
«0336

0266
«01B3

«0360
«0292

«026%8
0184

$0337
0253

0486
20372

0378
W 0311

0123
«0101

VaoA

2176
1028

$ 3521
« 1495

. 2523
«05832

«3255
1450

+4938
L1906

,3%28
163}

v 1304
.0510

VARUBRAR

e -

150}
$19c2

,0877
L0685

1067
1988
31488
<1089

«12n8
1312

«1285
. 1235

0TS

0770

L1718
V1738

20951
0981

L1470
L1474

L0978
+0919

1340
1401

L1902,

.1878

L1658
1598

L0508
L0508

X



DOMINANT LETHAL GENE STUDY OF COMPOUND 71-18

REE

X

onsE

_ nnsE

10SE
COSE
NNSE
00SE
DOSE

NOSE

DOSE
DOSE
DOSE
NNSE
DOSE
DOSE

DOSE

N

71
T
76
78
78
19

8o

76

19
89

7

XBAR

mmon we =

1,87

PROPYLENE GLYCOL ALGINATE

PAGE 4%

REGRESSION FITS OF THE NUMBERe Us OF IMPLANTATIOMS ON DOSE,
{ PREDICTED U = A + B#Xx )

Sp X

2.05
2409
2.12
2404
2405
2.08
2.08

2.09

1.89
2,08
2.05
2402
2.08
2.08

2'09

UBAR

12,45
11,54
10,71
11.01
11.31
11,70
11.30

11,92

12,01
11,25
11,33
11,05
11,3¢
11,25
11,59

$o U ) A
SINGLE TREATMENT
2.81 2097 12,283
2.86 L2331 17,107
2,45 C.019  10.676
2.61 =.099 11,792
2,7 156 11,020
z.72 106 11,701
2,35 =.139 11,562
2.91 -.03¢ 11,984
MULTIPLE TREATMENTS
2,06 .88 11.880
3,15 “.109 11,455
2.53 © 151 11.608
2.86 J1B5 16,725
3.17 2020 11,306
3.0 “e365 11,937
2,01 -076 11,736

CONTROL GROUP INCLUDED

T8

-, ® -

»590
1,59
.138
~,679
1,032
+696
-1,096

~.211

DF

69
77
74

76

717
78

74

65
T4
T4
75
17

69

VARU . X

7.5838
8,0396
6.1016
6,8661
7.32664
7,.6749
5.6899

8,58131

4,2549

10,0326
6,.3999
2,1216

10,1511
8,788%

4, 0779

cv u

TPy 2]

2267

02456

«2306

02379
02294
2258
#2073

» 2658

«172%
«2815
2233
«2579
2809
02635

01742

VARB

#0271
20236
0181
0214
0223
«0221
«0161

0262

«06183
0309
«0203
02561
#2300
0257

+0133

VARA

cemmewew

2075 .

2184686
01443
1574
1716
1749
» 1256

v 2028

21073
2515
»1537

<1864

02376
02011

«1040

VARUBAR

XL T

J1124
J1018
.0803
L0289
.0919
L0545
(0585

1129

«0641
<1320
.0852
« 1035
»1285
«1099
«0574

>



T
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T-TEST.TEST OF TWHE (TRANSFORMED) PRE-IMPLANTATION LOSSES IN PREGNANT FEVALFES,
(LOSSES TAKEN AS A SUBSET OF THE SET OF CORPORA LUTEA)

WEEX CONTROL 71~18 «03 G/KG - 71=18 . 245 G/KB 71=18 5.0 G/XG TEM w2 M3/X0
N STD N STD N STD N STo N STn . )
PRG  MEAN DEV PRG MEAN DEV  DF T PRG MEAN DEV DF T PRG MEAN 0OFV DF T PRE HEAN  RDEV DF T

TN Sesee oeSEtE DHE ETEIEE SUCEET TE ACEATIEAS  DAS eREe® CPeEE e CCRCUVCET PEE CAE S CEmAE BE EPRE P PE EEW RO Ew B unmn e o e

SINGLE TREATMENT

1 19 452 .27 16 .56 .81 33 (183 19 B2 .65 16 1.A9L 1T .46 .26 36 .66B 19 .95 .63 36 2,552
2 20 .65 .65 20,56  ,37 38 WS11 19 .55 60 37 JSST 20 .48 45 38 (938 19 1,05 .69 3T 2,169
320 LT3 W4T 19 .71 .53 37 W18 17 .66 .45 35 (652 20 469  ,Sp 28 (264 20 1.15 .57 38 2,572
6 20 .65 .51 20 .62 .51 38 197 20 .58 48 38 #200 18 T4 .85 36,539 18 2,01 .38 38 9,219
S 20 .67 447 19 .55 .65 37 «827 20 .71 .60 38 0223 19 462 .34 37 L400 19 B3 .56 37,997
520 .63 LT 19 ,To .67 37 L4858 20  ,52 43 38 JTB1 200,49 .36 38 1,026 20 .86 .30 35 272
7 20 .54 -ukT 20 468 .36 38 1.016 20 .60 .38 38 W426° 20 .62 .47 38 550 20 53 .34 38 (127
8 20 .53 .41 19 .58 ,39 37 446 18 56 .33 36,301 19 T8 ,Tp 37 1,366 20 .69 .55 38 1,085
MULTIPLE TREATMENT . ' ::)

1 19 .52 .27 18 41 .26 35 1,219 19 .7 .39 3% 468 11 452 ,38 28,009

2 20 .65 .65 18 .73 .33 36 463 15,65 .54 37 012 19 .82 .56 37 ,853

320 .73 47 18 .60 .20 36 2.751 20 .66 .42 38 485 18 463 . 48 38 L 657

4 20 .65 .51 20 .79 .60 38 J767 20 72,56 38 415 1T 46 .26 35 1,402

S 20 .67 .47 19 .59  ,56 37 478 20 .87 .67 38 1,108 20 .66 ,50 38,093

6 20 .63 .47 20 .66 .61 38 (067 20 .61  ,36 38 .140 20 .80 65 38 953

7 260 «54 47 16 53 «2T7 34 «056 17 54 «32 35 «011 18 o561 «37 3% - ¢456



COMINANT LETHAL GENE STUDY OF COMPOUND 71e-18

WEEK

N

FEM
1 20
2 20
3 20
4 20
5 20
6 20
7 20
R 20
1290
2 20
3 2n
4 20
5 20
6 20
7 29

CONTROL

ME AN

STD
DEV

‘N
FEM

l63

«58

1]

59

61

.63
W47
.58
.56
.54
.63

«61

«30
'27

«31

.25

+30
27
31

.31

IZS

41

36

20
21

20

20

20

29
20

29
20
29
20
22
29

20

71-18

MEAN

o548
.52
.65
.46
48
.53

.54

T-TEST OF THE

«03 G/KSG

S bttt Db L LKl ko dddatng

ST
DEV

24

DF

7

-~ oeepe=ee

as
38
38
as
3e
38
38

38

38
as
38
38
k1]
38

38

576
.522
.263
480
949

1,783
.388

o727

832
«451
652
«971
626
.883

233

PROPYLENE GLYCOL ALGINATE

(TRANSFORMED)

71-18

PAGE 47

NUMBER OF DEAD IMPLANTS,
(DEAD IMPLANTS TAKEN AS A SUBSET gF THE SET OF CORPORA LUTER)

2¢5 G/KG
STD
DEV OF 7

N
FEM

MEAN

§XNGLE TREATMENT

20
20

20
20
20
20
20
20

20
20
20
20
20
29

20

87
.50
.7
.75
.56
.58
81

12

+ 66
52
45
.58
«52
+58

«66

e
37
.52
.36
.34
.42
.39

50

26

.21
53
«33
026

38
38

38
38
38
38
as

38

MULTIPLE TREATMENT

3R
k1]
38
38
a8
k1]

38

Y TP L

1,584
220
9481

1.988
050
«105
038

1,999

N
FEM

20
20
20
20
20
20
20
20

20
20
20
20
20

20

71-18

5.0 G/KG

- > W o

MEAN

70
52
«S6
81
52
47
063

65

1«00
«60

60

55
52

67

ST
OFV

.-

-13
48

«51

42

31

"~ e52

oF:

T

a8
38

38
38

38

38

as

38
38
3e
a8
38
38

38

2,437
1,360
.208
1,470
$119
o102

AT

e2 MG/KG

e L L TP L L S Dl

TEM
N

FEM  MEAN
29 1.12
20 1.78
20 1,74
20 le16
20 1.11
20 »82
20 62
20 13

x\

ST0
oEY

-~

.50
32

W86

037

37

035
W50

»36

or

33
k-]

38

as

38°

38
8

a8

3,755
144007
9,437
Se744

5,732



DOMINANT LETHAL GENE STUDY OF COMPOUND 71e11 PROPYLENE GLYCOL ALGINATE PAGE 48

CHI~SQUARE TEST OF THE DEATH INDEX {1 NEGREE OF FREEDOM)

YEEX VEHICLE CONTROL 71-18 «N3 G/KG 71~-18 2.5 G/KG 7118 5,0 G/KG TEM .2 MG/XG

e eWAemS®e .- amwowm- P e e P L L L L P Y e iadaied - - - - o

‘N N DEATH N N DEATH ‘N N DEaTH N N DEATH N N DEATH
Wbl MTD INDEX CHISQ  wDI MTD INDEX CWISO  WDI MTD INDEX CHISG  WDI MTO  INOEX CHISI  WDL MTD INDEX CHISQ

——-- ewe P -——-—e -me wm- - - P T ——-- --- - ow— S—- ww- e mwe

-SINGLE TREATMENT

1 14 20 «T0 0,00 7 20 «35 3,61 - 7 20 «35 3,61 T 20 .35 3,61 16 20 +80° #13
2 8 20 «40 0.00 8 20 40 «10 6 20 o3 e11 5 20 25 45 19 20 9% 11440
3 11 20 «55 0,00 8 20 Y 40 7 20 «35 «G1 9 20 045 $10 20 20 1,00 9,18
4 10 20 +50 0.00 12 20 Y-1] 10 16 20 80 2+75 12 2»n 50 °10 18 2¢ 30 5483
g 11 29 +55 0,00 11 20 +55 10 0 9 20 45 10 7 20 «35 .91 18 290 .30 4,51
6 11 2¢ *S5 000 15 29 «75 « 29 9 20 o 45 .10 7 20 ¢35 «91 17 2¢ 35 2.98
"7 :11, 20 «55°  0.00 a8 20 40 40 10 20 «50 0,00 13 20 65 W10 11 20 « 53 10
8 7 20 .35 0.00 6 20 « 30 0.00 10 20 «50 41 ° 8 2C 40 0,00 9 20 245 10

MULTIPLE TREATMENT

1 14 20 70 0400 6 20 30 4,90 S 20 25 6e42 5 2¢ 25 6e42

2 8 20 40 0,00 6 20 «30 11 6 20 +30 o1 12 20 260 30
3 11 20 «55 000 11 20 .55 o190 8 20 Y 80 T 20 .35 .91
& 10 20 .50 0,00 9 20 .45 0,00 8 20 W40 .10 8 20 .40 .10
5 11 20 .55 0400 6 20 «30  l.66 9 20 e4S .10 12 2¢ «60 000
6 11 20 .55 0,00 o 20 .85 .10 13 20 .65 .10 12 20 .60 0,00

7 11 20 ¢S5 0.00 4 20 «20 3.84 8 20 40 80 A 20 40 o 40



COMINANY LET=L1 CENE STUDY OF COVPQUND T71e1A PICRYLENE GLYCOL ALGINATE eaGE 49

LenTTAGE TFSY FOo A LENEAR TREND IN BROPORTIONS FOR THE NEATH INDEX

(1 LEGREE CF FREEDOM) SASED TN THE NOSE LEVELS
N3 HIKG 2.% G/KG EuN G/%G
N N N N N N CHISG CHISY ARMTG
WEEK W1 M4TH W31 MID wDIl “TD. (C=1) A1) CHISC

- -—-— - - - - = Amwe- o m—- - -

SINGLE TREATMENT

18 7 20 7 20 7 29 0090 Ce00 0460

4 AR 20 6 20 5 20° 1,08 1,064 $ 04
3 A 2o T 20 9 20 .42 eil «31
4 12 20 15 20 12 2¢ 2,40 «00 2.40
5 11 20 9 20 7 20 162 1.62 «00
S - 15 20 9 20 7 2o 6,94 6,39 +55
7 8 20 10 20 13 20 2454 2,50 03
8 6 20 10 20 a8 20 1,67 0l 1,26

MULTIPLE TREATMENT

1 6 20 5 20 5 20 17 .13 .08
2 6 20 6 20 12 20 5,00 3,77 1,23
3 11 20 8 20 7 20 1.76  1.6% .18
. 9 20 8 20 8 20 ,6 .10  ,03
5 6 20 3 20 12 20 3.6% 3,66 .00
6 9 20 13 20 12 20 1,76 .91 85

7 4 20 8 20 8 20 2440 1,79 61

[



wEEK

- -

N

N3G

- -

N
Wol

-

o

12
11

15

eT

/X

-
¥MTn

20
20
20
20
2n
20
20

20

20
20
20
20
20
29

20

ERE Sy Y OF

CrvROUNS

FIR A LonuEax Teine I

REE CF FaRTl.CM)

Ze9 GrXG

Y TR e

N
w3l

ip

190

N
MT

20
20
20
20
29

20

20
20

20
20
20

20

T.0

N SROPORTIONS

Tatd

N
wD1

oy
2}

n

12

12

N
T

- o

2n

20
20
20
20
29
20

T1-1g

CHIsQ
(C=1)

- -

0.00
1.08

17

LN

PRORBYLENE GlLYCOL 3LAINATE DacE S0

TR OTHI TEATS INOEx
BES¥D N Thy

CHTSO
(1)

-

SINGLE

.00
1,03
01
,36
1.37
5,85
1.2

1,n6

MULTIPLE

17

L3GART IS TR THE 309

[54)
r
™
.
m
¥
Uy

ARVTH

CHISS ‘ . i:)'

TREATMENT

=500
. 0%

241

)



COMINANT LETRAL GENE STUDY OF COMFOUND Tl-18

SROPYLENE SLYC). ALGINATE:

ARITAGE TEST FOR a LINEAR TREND IN PRCPORTICNS FOR THME FEQTI LV INREX
(2. DEGREES OF FREEDCM)

WEEK

CONTROL
N N
WDl MTD
14 20
8 29
11 20
10 20
11 29
11 20
11 20
7 20
14 20
g 20
11 20
10 20
1 20
11 20

11 20

.03 G/KG
N N
WDI MTC
1 20
8 29
8 20
12 20
11 20
15 20
8 20
6 20
6 20
6 20
11 20
9 20
6 20
9 20
6 20

2.5 G/XG
N N
WDI MTD
7T 20
6 20
7 20
16 20
S 20
9 20
100 20
10 20
s 20
6 20
8 20
8 20
9 20
13 20
3 20

BASED ON THE DUSE LEVELY WD INCLUDING THE CONTRoL GROU®

B,0 G/KG
N N
wOI MTD

CHISO
(Ce})

CHISE
(B9}

- -

SINGLE TREATMENT

7 .20
S 20
9 20
12 20
7' 20
7 2o
13 2o
8 20

T.47
1.51
1,78
6,05
2.21
7,02
2.61

1.84

35

MULTIPLE TREATMENT

5 20
12 2o
7 28
8 20
12 20
12 2o
8 20

12,1%
5,00
2¢56

.56

2,72
3,56
1.91

.27

1.683

ARMYG
CHISGe

- -

PEGE 51

(XN



OUMINANT LETHAL GEMNE STUDY OF COMPOUND 71-18

PROPYLENE GLYCOL ALGINATE

FROBIT ANALYSIS OF YHE PROPORTION OF FEWALES WIYHVI OR %0OPRE DEAD IMPLANTS

wEEK

L2

O~ e WY

—

L NMPBR WO

PROBIYT = A ¢ B( LLOG DOSE )

8 A cHISQ

SINGLE TPEATMENT

«0500 4,615 «00
'1171 4492 '05
e013 4,749 ob]
2100 SebaT 2.11
194 4,865 25
~s 455 4,991 « 09
«230 5,075 63
175 4767 +60

MULTIPLE TREATMENT

w071 4,365 +00
e23L 4,772 3.0¢
»el18 4,733 03
-8} 4,781 «00
300 4,909 ¢53
« 206 5,199 23
0279 4,591 : «0¢

DF

ot ot g el Pt et et Pt

P ® put ot pd Pt s

PAGE 32
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COMINANT LETHAL GENE STUCY CF COMPCUND Tlel8

WEEK

Yrer Cosoeecsseveseen

N
FEM

- mewee

-

20
20

» n

20

CONTREL
STD
MEAN DEV
.65 o331
52 27
W65 .39
59 33
62 39
066 L x}
64,37
48 29
+65 31
52 W27
65 3%
+59 32
62 39
oT0 48
-1 « 37

PRCPYLENE OLYCCL ALGINRTE

caGE 52

T<TEST OF THE (TRANSFORMED) NUMEER OF DEAD IMPLANTS,
(DEAD IMPLANTS TAKEN AS A SURSFT (F THE SEY COF IMI[ANTS)

02 G/KG

N
FEM

20
20
20
20
20
20
20
20

20
20

20

20

20
20
20

¥

71-18
sTO

MEAN CEV OF
.72 53 38
+54  ,36 38
«60 .38 38
o862 ,29 38
€6 ,38 38
287 44 3B
W59 (41 238
W57 .46 38
e55  L4¢ 38
256,62 38
066 439 38
W58 ,87 38
oS53 L40 38
W66 .57 38
o865 .52 38

556
+203
2400
321
.384
1,561
.410
$753

«955
294
072
+101
o701
252
+039

Tl-18

.2e%

Tyi-18

22 M3/4G

- = - R B e @ e D P R T -y U P o8 M W e D e R w8 S w8

N
FEM

MEAN

3Tp
oev

T woves menaw we

SINGLE TREATHMENT

20
20
20
20
2o
20
20
20

20
20
20
20
2n
20
20

1
52
T4
«81
»60
260
66
o785

' 49
57
148
73
' 62
081
+ 08

45

.52

» 3
b2
«25
o 78
41
26

47

MULTIPLE TREATMENT

S./Ke

OF T

ae 592
as 084
aa $ 559
as 145¢8
38 +1Re
k-] o451
38 $159
38 2,032
23 1,546
38 615
] 1.598
a8 o748
38 18
38 728
s «283

N
FEM

20

29
20
20
20
‘20
20

20
20
20
20
20
20

ME AN

!
-1
62
*88
¢S5
v51
W T2
71

1.00
68

9
.75
58

71

«70

8.0 G/X3 TEM
STD N
eV OF 1 FEM WEAN
.55 38 L8286 20 1,29
48 38 03132 20 2435
W06 38 W2E6 2D 2.43
+53 28 €010 20 Eoné
b4 38 2890 20 1.31
«39 38 1,122 23 .87
W43 38 597 20 .87
.50 38 1,828 20 .58
«53 18 2.378

035 28 1,559

W82 38 «283

.51 38 1,146

226 38 © 321

+35 38 «070

«51 38 e392

5T
EV

-y

hld

?.

. msewn——-—

38
38

kL]

6,334
16,735
124984
1{5401

¢.710

148635

174

1e024

D,



DOMINANT LETHAL GENE STUDY OF COMFOUND 71-18

WEEK

»n > W N e

-

FROPYLENE GLYCOL ALGINATE PAGE %Be

CONTROL GROUP ANOVA FDR THE NUMBER OF PREGNANT FEMALES

BETWEEN MALES

S YL PR YT LS LR L Y L g

SUMSQ

650
0.000
0,000
0.200
0,000
0,000
0,000

0,000

+ 459
0,000
0.000
0,900
0,000
0.000

0.000

ald

0 W W 0w

LB

°

° v v

MEANSQ

« 050
0.000
0,000
0,000
0,000
0,000
0,000

0,000

«050
0,000
04000
0,000
0000
0,000
0,000

WITHIN MALES

P L L T N T T T P ]

SUMSQ

erwowmarve

500
0.000
0,000
0,000
0,000
0,000
0,000
0,000

oF

MEANSQ

-y e

SINGLE TREATMENT

10
10
10
10
10
10
10
10

1050
04010
0,000
0,000
C.000
0,000
0.000

0.000

MULTIPLE TREATHENT

500
0,000
04000
0,009
04000
0,000
04000

10
10
10
10
10
10
10

+050
00000
00000
0,000
0.000
0,000
o.obo

TOTAL
SUMSO oF
,950 19
0,000 19
0,000 19
0,000 19
0.000 19
0,000 19
0,000 . 19
0,000 19
« 950 19
0,000 19
0.000 19
0,000 19
0,000 19
0,000 19
0,000 19

g,

TR UwSC T .-

1.000

1.000

2



DOMINANT (ETHAL GENE STUDY OF COMPOUNO Ti-18

WEEK

PROFILENE GLYCOL ALGINATYE

CONTROL GROUP ANQVA FOR THE NUMBER COF IMPLANTATIONS PER PREGMANT FEMALE

BETWEEN MALES

R LA T P R T Y T Y

SUMSQ

42,147
154,000
58,450
43,000
65,200
41,200
45,450

26,200

42,147
154,000
58,450
43,000
65,200
41,200

45,450

DF

0

o o

0

MEANSQ

4,683
17,111
6,694
4,778
TeZ264
4,578
5.050
2,911

4,683
17,111
64494
4,778
T.244
4,578

5,050

WITHIN MALES

XL DR L P LT T T Y Y LY ¥ PUprps Sy mpep e

SUMSQ

16,500
136,000
68,500
122,000

63,000

102,000

107,500

67,000

DF

MEANSQ

Tecatoeow

SINGLE TREATMENT

9
10
10
10
10
10
10
10

1.8323
13,600
6;850
12,200
64300
10,200
10750

6,700

MULTIPLE TREATMENT

16,500
136,000
68,500
122,000
63,000
102,000

107,500

10823
13,600
54850
12.200
64300
10.200

10,750

TOTAL

PAGE 55

SU¥sSQ

EETLT LY TN

58,847
290,000
126,750
165,000
128,200
143,200
152,950

93,200

58,647
290,000
126,950
165,000
128,200
143,200

152,950

DF

-

18
19
19
19
19
‘19
iQ
19

18
19
19
19
19
19

19

7

LY X LT P

24554
1,233
oR4n
0392
14159
+h45
0670

h34

24554
1.258
0948
«392
1¢150
o449

479

(X%



-

DOMINANT LETHAL GENE STUDY OF COMPOUND T1-18

WEEK

W N e

»

PROPY _ENE GLYCOL ALGINATE

CONTROL GROUP ANOVA FOR THE PRE-IMPLANTATION { 0SS PER PREGNANT FEMALE

BETWEEN MALES

pappe S LY L Y DT I R L L L L L g

SUMSQ

EX T L LY

7.0é7
72,200
51.250
36,000
45,000
47,450
37.000

23,800

7.027
72,200
514250
36,000

45,000

47,450

37.000

OF

L)

©° o

MEANSQ

wTewewewew

. 781
B,022
5,694
4,000
5,000
5,272
4,111
2,644

« 781
8,022
5,694
4,000
5,000
5,272

4,111

RITHIN MALES

e L LT L T X T L P LYY Y Y

SUMSQ

11500
130.000
64,500
63,000
‘764000

69,500

49,000

32,000

DF

MEANSQ

woenCanne

SINGLE TREATMENT

9
10
1¢
10
10
10
10
10

1e278
13,000
644590
6,300
T+600
6.950
4,900

3,200

MULTIPLE TREATMENT

11.500
130.000
664500
63,000
76,000

69,500

49,000

10
10
10
10
10

10

TOTAL

PYTT T LT Y Y T

SUMSQ

PR T T )

164,527
202,200
115,750

39,000

121.000

116.955

856,600

55,800

18,527
202,200
115,750

99,000
121,000
116,950

86,000

#a5E 56

DF

X X3

18
19
i9
19

19

19

19

18
19
19
19
19
19

19

[ 4

LY T T R 1

o511
0517
05283
0635
¢638
2759
«833
$326

+511
« 617

«883
+ 5638
558
» 759

+839



4

DOMINANT LETHAL GENE STUDY OF COMPOUND 71-18

PROP LENE GLYCOL ALGINATE

CONTROL GROUP ANOVA FOR THE NUMBER OF DEAD IMPLANTS pER FEMALE

BETWEEN MALES

P L TP P PP L L L

WEEK SUMSQ OF MEANSQ
1 7.800 9 867
2 5,450 9 606
3 13,800 9 1,533
‘ 11,450 9 1,272
] 5,259 9 .583
6 21,800 9 2,422
7 20,200 9 2,246
8 10,450 9 1.161
1 7.800 9 867
2 5,450 9 606
3 13,800 9 1,533
4 11,450 9 1,272
s 5,250 9 .583
3 48,800 9 5,622
7 20,200 9 2,244

WITHIN MALES

ST I T I T PR Y R P R R

SUMSG nF

MEANSQ

comvcetmaws

SINGLE TREATMENT

8,000 10 +800
7,500 10 «750
6,000 10 +600
21,500 10 2,150
64500 10 «650
8,000 10 «800
21,000 10 2.100
8,500 10 ,850

MULTIPLE TREATHMENT

8,000 10 +800
T.500 10 750
6,000 10 600
21,500 10 . 2.150
64500 10 650
26,000 10 2.600
21,000 10 2.100

TOTAL

P L L L Y T R

SUMSG

15.800
12,950
19.8¢0
32,950
11,750
29.806
41,200
18,953

15,800
12,950
19,800
32,950
11,750
74,800

41.200

PAGE

DF

19
19

A
13

19
19
19
19
19

19
19
19
19
19
19

19

F.

PR T T T T L

1083
«807
2558

897
3,028
1.069
1,366

1+083
807
2556
592
«897
2,085

1069

e



GOMINANT LETHAL GENE STUDY OF CO4POUMD T1-18 PROPYLLNE BLYSZN. ALGINATFE caGE 38

CONTROL GROUP ANOVA FOR THE RATIO OF DEAD IMPLANTS TO TOTAL IMPLANTS PER FEMAE

BETWEEN MALES WITHIN MALES TOvAaL

Y T I T Y L L P L L L L e T T Y P Y Y R R A L LR - -

WEEX SUMSQ DF MEANSQ SUMSQ DF MEANSQ SUMSQ hig .

- - - e—reoomowe ——- PP Rl L X C TR P T -, - e,

SINGLE TREATMENT

1 J041 9 +005 ' o064 10 $008 + 085 19 1648
2 L0061 9 <005 '.osa 1¢ . 003 .095 19 L8358
3 .291 9 0032 Lor2 10 207 L3362 19 4e312
4 ‘ ,078 9 2009 f132 10 .013 .210 15 556
5 e175 9 «019 268 10 027 443 19 0726
6 .318 9 £ 035 206 10 «020 .522 19 1.731
7 0200 9 0022 v136 10 en13 +334 19 14651
8 ,0R9 9 : «010 . 081 10 .008 170 19 1.22%

MULTIPLE TREATMENT

1 $041 9 +005 2066 10 «004 085 19 1en48
2 .06l 9 «005 +054 10 «005 095 19 .83
3 +291 9 .032 072 10 .00 $362 19 44512
) +078 9 C <009 132 10 +013 .210 19 654
5 .i75 9 «019 g 268 10 027 | e 843 19 « 126
6 617 9 1069 .0T1 10 .007 . 688 19 9,713
7 <200 9 “022 e136 10 013 +334 19 : 1.651
BN



DGMINANT LETHAL GENE STUDY OF COMPOUND T1=18 PROPYLENE ZLYCOL ALIINATE NeGE 59

T-TEST_OF THE NIM3ER OF COROCRA LUTEA TN PREGNANT FEMALES.

wELK CONTROL 71=18 .03 G/K3 T1=14 25 G/KG 7i~18 5.0 5/%G TEM W& MGEMS

N STD N STD N 34) N 3 61 N STD
PRG MEAN DEV PRG MEAN OEV DF Y PRG MEAN DEV OF T PRG MEAN DEV DF. T ©R3  MEAN  JEV OF T

—n Emere SMANT GRE BETPTE WS e® AR AP meee® TR CEReS EEEee T SEFeee=® S0 WETET SSpee Se eENeooTS

SINGLE TREATMENT

1 19 13.26 2,13 16 14.25 2.44 33 14279 19 13,63 1,57 36 oh0T 17 14,12 1,75 34 14302 13 1%.26 1.69 36 94008,
2 20 12.70 3,28 20 12.25 1,37 38 .566 19 12.68 1,38 37 .19 27 1%.15 2,23 33 508 13 11,58 i.?? 37 142932
3 20 12,20 2414 19 12,42 1.46 37 «376 17 13,00 3,05 35 932 20 12420 «95 38 0.000 .20 12,35 1.31 38 - 287
4 20 13,00 .49 20 12.00 1.34 38 2,236 20 12,90 3,18 38 <127 18 12,50 1,69 3% - 371 18 12,61 2,87 36 ¢332
526 12520 l.60 19 12,74 1.52 37 1.148 20 12.50 1.54 38 .86}' 19 13.42 2,17 37 24200 13 12432 1467 327 0235
6 20 )3.25 1.41 19 13,37 2,17 37 .203_ 20 12,95 1,50 38 .651 20 12,80 2,21 33 L7167 20 12,85 1,66 38 i;Zél
77 29 i2.95 1,28 20 12.80 1.70 38 315 20 11,80 1,51 38 2.603 20 12460 1,70 38 2737 205 12.59 1.%6 38 869
é 20 12,10 1,33 '19 13,53 1,47 37 3,180 1B 13,89 1,68 36 3,658 19‘13.8‘ 1,68 37 3,602 20 12,90 1,33 38 14897

MULTIPLE TREATMENT

1 19 13.26 213 18 11,83 1.54 35 20327 19 12463 1,74 36 1001 11 13.55 i.sa 29 379
2 20 12.70 3,28 19 13,56 1,42 36 1,023 19 12,84 1.?1 37 «168 19 (3,26 3,16 137 1Y 1
3 20 12,20 2.14 18 13.50 1.69 36 24061 20 12,20 1,36 38 0.000 1B 1239 1,55 3% 0311
4 20 13,00 1,49 20 12.70 1,98 38 .543 20 11,85 1,57 38 2,382 17 12,76 1,48 35 L 481
5 20 12.20 1.40 19 14,05 2,32 37 3.037 20 13,75 2.00 38 P.R43 20 13440 1,90 38 2,272
6 20 13.25 1,81 20 13,70 2,83 38 +636 20 12.60 1,19 38 1,577 20 12.15 1,42 38 2.455

7 27 12,95 1428 16 12.44 1,61 3¢ 1.142 17 12.12 1.11 35 2,096 1B 1267 1,75 3% 575

EmE Eamae G mMes e AN



